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(54) Title: ANTITUMOR AGENT FOR THYROID CANCER 
(54) %0]CD«ft: ¥5Kfl*«fC»-r*tn;ffi*SlJ 

(57) Abstract: It is intended to provide a pharmaceutical composition exhibiting an effect more effectively on at least one dis- 
ease selected from the group consisting of multiple endocrine neoplasia type II A, multiple endocrine neoplasia type IIB, familial 
medullary thyroid carcinoma, thyroid cancer, papillary thyroid carcinoma, sporadic medullary thyroid carcinoma, Hirschsprung's 
disease, pheochromocytoma, parathyroid hyperplasia and gastrointestinal mucosal neuroma; and a therapeutic method for the same. 
4-(3-chloro-4-(cyclopropylaminocarbonyl)aminophenoxy)-7-methoxy-6-qunolinecarboxamide and an analog thereof can exhibit an 
effect more effectively on at least one disease selected from the group consisting of multiple endocrine neoplasia type IIA, multiple 
endocrine neoplasia type IIB, familial medullary thyroid carcinoma, thyroid cancer, papillary thyroid carcinoma, sporadic medullary 
thyroid carcinoma, Hirschsprung's disease, pheochromocytoma, parathyroid hyperplasia and gastrointestinal mucosal neuroma. 
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^mmn, RET *1 — - £flH45rRB.#*f-5 



(J^Ts TRET ^-if PI 
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£fM"5#^# s &5) %*g^1rZ)&m®iftft%&Mm& HAM (multiple endocrine 
neoplasia, type HA) N F^^^JSliliE IIB 2gJ (multiple endocrine neoplasia, 

type IIB) N ^^tt^PftB^MIIIS (familial medullary thyroid carcinoma) ^ 
^HfL^lS (papillary thyroid carcinoma) „ ffc^Stfe^p ^Hfil^l^ffi (sporadic 



medullary thyroid carcinoma) N t: /V^/a J*. ~f tVy (Hirschsprung disease) „ 
Is&feJNBflaJt (Pheochromocytoma) N I'J ^^JM^J&ffi (parathyroid hyperplasia) 
jo.tt^M'fb^CQfil^^li^M (mucosal neuromas of the gastrointestinal tract) 



15 flBf&*5W©3Rat©^:*0 RET ifPfrt 
RET ^-T"— if Pfi^#jR(c:Bli-6 %cD-CfcS 



(D'fgffl 46 «fc « fB^^J <DltV><D 



* fc , K , RET ^ -7 if Plft^fC £r 5 ¥ #:JM ( thyroi d car c inoma) 



mm^3^xfmm^mM<D±^>(D ret *r-r—vm. 



5fc£)O x RET ^r^— IfPH. 



„ RET £• 



(DM^<Dfc^(D RET ^-7-— ifPR: 



&(D RET — ~ ifPfi : 
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RETcD^H«, #38ttrt#Sfc]Ift»j!E HAM, #!5tfert^J«3»jg I IB i, ^ 
fc^^iluMItS r k&ftlbhX^Z (1 - 2) o ^LT, RET i?|MF4feflC 

^m^^mm^& Ilk mcO^CD 93%fr& 98%{;i:fc;^T\RET <D=i 609, 611, 
618, 620, 634 ©5 0(7)^7^ ^SsScD 5 %<0~ 0(D«^^^^5 0 tbt, 
RETOn K^634(D^^ ^ ^ #< btt5 (3 ~ 4) D 

— ^ #^Sttl*l^^ffi5K^ IIB SoSf© 95%^*5V^T, RET CO 3 K^M918T 
^ (=f Ki/918 (D^^-^^^n v^v^cd^M) (4) D 

£fc,ic^f£TOJjMMS©#< ©feigiei&^-C.RETCD^ K^609, 611, 618, 620, 
63,4, 768, 790, 791, 804, 891 CD 5 ^CD— OCD^^Sfgfe (4) 0 

mmmm, n&mmm. mitw<D^m&mm<Dmtk%ft?mmmxhz> 0 &it, 

t6:^tt¥*tlIM^^coS#(D^ 40 %^*5V>X, RET co#r|fflj^co^c^M^ 

£6>{<1, ^JlifLIS-ffi^V^T, m&fcmZ. (chromosomal inversions) ^ 
fcfc^-feffc^Jll (chromosomal translocation) i£ J; 19 N RET itiS-iP £ ft!l £75 iftlS^ t 
VM&T&fe*, -tf£t>h, RET jt^CDm#^ (rearrengement) tmfrbtL&o 

tvx s ret fc&^(Dwmmz£v±i&£tifcj&&?i / >s*?wn, v^f>^wm 
<s (7) o 
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H/UZs^^y/Ul/sfffi (Hirschsprung disease) « N ^MgtOlt^g H 

RET Elites NIH3T3 «Biiat^3V>TJ5:#^#ttii5|[*5 «£ W£MMfc£3l £ @ 

£ bfc^ b&m&ZfoT^Z C2) Q 

RET 3r^-~ tfPfi^^fC-CfcS ZD6474 RET \Z «fc 9 ^fCI^ £ 

fc NIH3T3 lffl^^*5(tS^m#fe#'l4iim^^^J U* — Kv^^^©^Mc 

t h ¥tiItilffllSt (TT) ^T^te^-TVW^^T, RET 
^PJ.*#/S-efc§ BAY 43-9006 ft, JK0£$t/h § £ £ tfSfg^ $ frlT V> § C9) 0 
-®<t?l-^ RET ^ — H?R&#4&Sn^ III RET £3g3[bTV^|BJ|&^*f-L 

fcdS^lft$tbTV^5 0 £fc, RET 3f*J— if (4, RET (D^^WM t -T^M 

•tfzfr-h, ret *i — nmm^mn, ^m^^mmmm ham, ^moaHft 

r^y^/P/jf— /k) T^y^^y^r^) - 7 -y h 6 — ^y y ^#^/j?=3f 

K*5J:■O^^<D0^b^365^^6>^ ^ xv^5 (1 °- 12) 0 L^bft^fe, 4- (3 
-ynn-4- (v-y n :7°a fcV^T ^ J T^y^^y^v-) -7- 

y h^v-- 6 -dry y K*3 it;^©S©ft^i^ RET ^ — if|3E 
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1 0) mWk^mMO 2/3 2 8 7 2f^y7kj/ h 
1 1 ) mM<&MM2 004/08046 h 
1 2) mf£ / £fflM2 0 0 5/0 6 3 7 1 3^<>-^ U >y h 



*fc N *l§0^<Z)^^:b J; 5 ^i-aS'Jom®^, 4- (3-^nn-4- (v^n 
tVl^T 5 / %;]/7$^/V) 7^/7xy^i/) - 7 b ^r^- 6 / V >- 

<5 o 

6 y vjfc/i^^U-S K7jS ret mW'fe^&^lir Z> ^ £ 
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fmb^»> ham, iiBgy, 

/v) ru7x;^^) - 7 -y b ^ix- 6 -^y y K&£i^ 

©is^^^m, f^i ret &^m^x\,^%mm&^fc±mznisX^ xv^zji 

io nt>7-;y^;^^) 7^7x;3ri/) - 7-7 y 

it5:i:ia t^sij-rs rims: £ ^jlk ufc 0 

15 (1) RET ^r^—ifffiiS^K^'g-^i-S, #^ttrtM«IlE HA #?§t£l*] 

#«*fl!*a£ iib m, itttwiiis, ¥^i§i?l^> tmtt¥im!« 
(2) ret ^-r-^ummw^^-r^^^m^Kn-r^mwM. 

20 (3) RET 5r|§mU-CV^|p]^^-^t?^ft:^^)-b-r^^--r6^*6© N RET 

(4) ret ^r^— -^PE##J^^m#^^rSb*^-f-6 r b %W$ktirZ>, 

ft^iiig ha ^mifofi-mmmm hb gtM£¥«it$i4S, ¥ 

(5) RET =¥-7--if|3§.^#;K^m#^^*S^-r^ r b ^WWibir^^^mm 
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(6) RET £H^UTV^#fflfl&£-£tf£fls:fc*tLT RET ^i—- if RE 



(7) &m&fo$-mmm& hasl #^tt^^it«iiBM, g^tt^ 



(8) ¥^Mt-*l-rS^»J©S^t(Z)^feO RET @0£Sffl 0 

(9) RET ^^5iUTV^SflHJ3S^^tP^#:^>ctbTS:^i-^fc^<Z), RET 



<£>$Bgtf>7cfe<D RET ^r^— if|3R 



(id ^^isis^^j-rsf&^jofcJC)© ret nmm^Wo 

(12) RET ^^LTV^M£#tp^{£^MUT&#^3fc&(D, RET 



(13) l; 



<M (D fc i6 <D RET ^r^-— if |3@.W#» 



co ret (DmM<?>^m&mm t lt, ret ^-r—^mw^o 

(14) ifflj^^o ret co^^o^ts^aiJ^-fs - £ ^-^t? N ret ^-r— if pjaw 

k n: st-r s $h «a <d m s & & &m -r z io m a 

(15) anus*© ret (D^m»^rM^aij^-r^r £ srg-tp, ret ifimw^ 

(16) ^HJ^^CO RET 6D^Mco^T*^SiJ^-f-6 r t £r-a &\ RET if PR 

(17) Ifflia^© RET (D^m<V^f1$ : &Blfeir& t \Z X K) % RET ^r^— if PI 
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(19) mn&^o ret (Dm^mu&mfe-rzz- 1 b^iz-mtz ret=¥ 
m * * » ^ <z> ret co ^ (D &mfe-i-&jjfeo 



fJlBRET $r1~ — ifPJ. 
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[5fc (I) RM3\ ^-V^V^V 3 (5£<=K VMS. gmfi£rW bTV^ 

S;-so 2 NR 6 --eS^liSl, s-NR 6 so 2 --et^ix5i, 5£-nr 6 c 

t)j;^C3_ 8 ^^or;v^i'S^tftt2)„) ; VMS, tK*M^-, itS^^bt 
^T^iv^Ci^T/v^/H, g^K£^ LTV^T % £l^C 2 _ 6 X/V^— A'S, 

8 ^^n7;v^S, g^S^^TLTV^-C & J;l^C 6 _ x 0 T y — /H, g#lX£r^ 
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V aii V ai2 V all te, TMfcJDK^ e&gSr^TUTV^k J^C x-eT/V 

iV^C 2 _ 6 TVJ^~^K, g^X£^ UTl^Tt) £ V>C 3 _ 8 is? nT^^r/H, 
t^Slrtbt^Tt) £^C 6 _ 10 T y — /^ % iaifeg£r^rL-C^Tt> 5 — 1 



^^;^/H*fcl«-CONV dl V d2 (5£tK V dl *5 £^V d2 te, 
-^r^SlAZl UT7K^tIf^-Pl£ >t fig -feiS^^ UTV^T ^> J; C x _ 6 7^^/^^^^ 
t5.) tri$h5l^t*75 ; 
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i x I^S^rf UTV^fc £^C 2 _ 7 T v-/V-^^7b«©^^§r^fbTV^T% <kv> 
R 5 «, Tk^Jl^-, Kll&f LTV^t iV^Cj.sT/^/Vl, iii?:tLT 



£fc. Buffi RET ^f^ iflSWMtt, 5- (5-7/^-2-^^-1, 

Ka^yK-/V-3-^!)fy^f/H -2, 4 — iP^f-jV— 1 H— 
15 7V- 3 - # /l^^V £> 7Vy K (2-^W5 /V)T^ F\ 

N- {2-^PP-4- [(6, 7-*J* h^ciS- 4-=3r / P /V) t^rv^] 7 ^ ~ 
/V} -N' - (5-^f/V-3-^y^rtyy/V) ^7 

4— [(4 — ^/V^-a— 2 — * ^/P^C 1/ F-zl'- 5 — -Y/V) -6—^ b^r 

20 V-7- [3- ^y-l-Y/V) 7n*>^] ^t % /y^ 



25 (21) hu|e<d— $£5£ (i) x^^ti^it-B-^n, h u< n^cDMM^&o^t^zn 

^^tt^tu^^^fe^^r-rs ret *^ia^j„ 

(22) 5- (5 1, 2 - v> t K & 4 V K— /V- 3 - 

-f yfy^f/v) —2, 4 — ^/u— i h — t°p- /v-— 3 — #/v#^v-y y 
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N- {2-i^nn-4- [(6, h 4 — 3f 7 P /V) ^"^^] 37 

=c^}V} — N' - ( 5 - ^ f 3 - Y y ^rty y ;P) r)l/7 

5 4- [(4 — ~7;v-3tti — 2 — y ^vW ^ K— /W— 5 — 4 ;v) tf-^f-V] -6-7 
h=3r^-7- [3- (t°ny^y-l — f/V) ^n^^v-] ^t/!iV 

fF^£tL3i^ *fc«^rtLfe^^^fP^lSr^^ri-a RET t?RUF#J 0 

(23) 4— (3-^nn-4- ( *s 9 n tWT ^ 7 7^/7 

mm iik m, ^m^mmmmm hb i % tomlsi 

(24) 4— (3— yaa — 4- (^^o/nW^ 7^/^/1') 7^77 

^y^v-) - 7 -y 6 -^y v /u^^y- * h\ &L<te^co^ 

(2 5) RET &muvx^%mm%^&&mzMVT]&-$-'tz>frtb<D, 4 

-» - 7 — y h 6 — y >-^77V/j?^i^- 5 K\ t> L < ^^(D^ii^^j 

(26) 4- (3-ynn-4- (^^n/nt>7^ 7^77 
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5 (27) 4- (3 — (i/^pypW^;^^) 7^77 

(2 8) ^MMRET £3£mUTV^*fflfl&£#tf£#^*tLT4 - ( 3 - ^ n n - 
10 4— (i/^ n7°n fcVVT ^ / T^/y^y^-^) 

(29) ^mfk^mmm'M ham. &&&p&mnmm. uBm, mm^^m 

-4- (2^ n fcf/UT ^ / ^/V/J^/I') 7^7i/^) 
(3 0) ^^flt^(^Mi"5?'&^JC»^5gcDfcfe(D4 — (3-^PP-4- (v^ 

25 (3 1) RET SrlSmUTV^^^Jia^^-tf^fr^^-bT^^-i-Sfc^©, RET 

4- ( y- ^ n 7° n t° /I/ 7 5 / * ^ ^ ) T^7 7xy^i/) - 7 - p< b 
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* ra: -tax b <Dmwmm<D®im 0 
(32) ^mk^mmmmiikm, ^mm^mmmm hb m, mm^^m 

tlZ>'Pft< t h— i(D&&te.tt'Pzmmm<Dltlb<D 4 - (3-ynn-4- 

(3 4) RET Sr»SLTV^5jji|Baa*"g'tP^#:ti:*f-UTS-^-r5fe«)©, RET 

(3 5) IBB^^CD RET (D&&<D$rm&mm k IT, ^#^4- (3-^an-4 
* tb b © ^ffifp#> t^LT ifS^Stt fe S fl^ tf> ^m«J -t" £ 7? jfe 0 

(3 6) Hfl^^cDRETo^M^^rii^sii^-rsr tsr-g-tf, 4 - 

* fc fit -tax e> ©ifcjfcflifcteifcH- 5 #pjj§g ©*i^f£&^#f -f s 7^ 

(3 7) !ffl^©RET<D^M<^M£$iJ^-f-3r ir&^tf, 4 - 

4- (^^n7ot>7^y^;^^) 7;;7x;^7) -y-^^dr 
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£ t- \* t ti b <d mmu tfo k m l r & fjkirm m & m$a- ^^m 0 
(3 8) m^<D ret (D^mcD^m^wm-r^ z. t sr-g-tN 4 - (3-^nn- 

4— (i/^P^Pf^T^/^/l/^V) T^/7x/^^) — 7-7 

>- 6 -3^7 y :/ # /vtf? ^ 1?- 5; k\ t> b < «^(D^®^^^f^$tb^m, 

(3 9) JNBJ&<$'©RET ©H©fi^Ifet§r 5 N 4- (3-7nn- 

6 - de 7 y >-^7 7V7}?drii-^ *> b < ^©SSffl^ftjfcffF&gFftSifiU 

10 ^^It5*ft. 

(4 0) #Mfc*<£> RET O^O^^SfJ^b, mbth&Mfeffimfrb, RET 

£^^bri^,1M^^§ii#£rjii£Rl-;5 - t ^-atp, 4- (3-7nn 

-4- (^^n7at>7^/*/V-*x;P) rU7i/^-i/) — 7-7 b 

(4 1) m^(D RET ©II©ti^aSt?>r ^ ^r-atP, Bm^Mi~^ 4 - (3 
-^nn-4- (i/^n/nt^T^y*;^-^) X ^ 7 !7:x 7 =¥ix) - 
7—7 h 6 -3r 7 y ^ K\ & b < fi-^ ©^S^lft f£fT-^ 

20 (4 2) ,|f ©4- (3-7nn-4— (7^ n/n t°;W7^ / T 
* 7 7^7 ^v") -7-7 h 6 -=3r7 y ^/V^^rf-^ H\ & b< 

25 (43) 4- (3-7nn-4- (^^P/ntV^^;*^*'-^) 7^7 

a#^ifcfF^$tL5^. ^^ft^H^o^^fa^^-^-^ri-s ret ^-r— vm. 

13 



WO 2007/136103 



PCT/JP2007/060560 



*&m\z±. Y) > ret ^-^mmmm^^ir^^mm^mmmmiiAm, 

m^m. ws&fbmM<oMTtk<Dit!to<D ret nmwmM<Dmm$s xnmm^m 
n<ot^(D ret ^ mmmm^m^ti^o 

ret *i--^mmmwz^irz%ii(£Bimiz.M-t%mm 
t&&&&^ ft}mffimM(Dm&<Dfc&(D ret *i — if mw%X(D&m$s x z$w 

t^WM<Dfchb<D RET ifPfift^fC^titt^So 

£t-rz>t^(D s ret *-r~ ^mmmm^^-r^mmm^m, mmmwi 

<Dfc&(D ret ^—vmwmmtim&ztiZo 

*mwK£<9^ ret emmm&mmisti% 0 
tsbfc, ^mmiz^v), ret ^-r—^mwrnm^^z^^mir^^m^mm^ 

j: Di^iBfc^, ret ^--r—^mm^Mcom^, mm^<D ret 

mite, t b (TT) itiiTf^tfS RET *1 if*5j;Tj? 

Erkl/2 (D^ffeYb (y^^b^m^) i^t5 4- (3-^nn-4- (^n^ 
n bf/vr / Zt;vi$=.;v) r^/7xy^i/) - 7 - ^ b 6 - * J V 
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TJP^-?*^ RET =3r^— if*5 J;D«Erkl/2 ©^'14^ (y ^^£rif;g|) £$J^b7c^cD 
0 2lt fc b ¥^liiil^*IIB^ (TT) STf«^f/K^(t5 4- (3-^ 

|2|3^ t h ¥^liM1H^^J3a^ (TT) &TS*^VWC:2ott3M^|fi,mF*J© 
RET £c~i~' — If (i>ft"f~'S 4 — — 4— ( n rfn fcVPT ^ 7 #/^ — 

A?) 7^/7x7^^) - 7 h =3r 6 -^7 ]) ^ K^&hSrfc' 

^Lfct©T&5„ (A) ki % K^SC©^^-* (10, 30 100 mg/kg) 7? 

»gPS^ 2 B#^^© RET <D y ^^bi-yvJ-T^^, (B) « M&®W<D 100 mg/kg 
^■¥^©2, 8 N 12 S/ttt24NFMft© RET ©y >'ife^JcSt't-5Sb*Sr^*t- 0 



iM^um^EMCOmmt &5^!5fRttSIB 60/747,570 ^(Dm^P^^^^-t^o 

i. ^pj^^^j, mmmj&m, ntmum 

( 1 ) RET 

^it^V^T, RETirf^ ret proto-oncogene «9 K£ft<5^ ~y/<# 
WTffe <9 „ M^Lff, ga^'J#-^- : 2 (GenBank T ^ i? y */ a : NM_020975) 7? 

i$tl§7 ^ 7 Sffl^ll * 7c fc* SI : 4 (GenBank 7^t yVa ^#-*§- : 

NM_020630) 7?^ & ft 5 T ^ 7 gtlfl^J k ft § *° V K if 5 £ £ ^ £ 3 o 
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@&?IJ#-S§- : 2-C^£*L5T5: /ifegB^JH: H14aa ©flbSSr^U, ga?iJ#^- : 4tt 

^§75; y ^ga^Jte io72aa <e>^ $ ^^i-sia^j-efc £ 0 

^fc, ret proto-oncogene «\ fc|*.ff, Sffl&^r : 1 (GenBank T ^ -fe y 3 
: NM_020975) $ ft 6 ^SBBM© 5 181~3522 #©i£KBB?!l;&> ft 

5 5 atf U * ^ V * ^ K , ^fc»@a^ij#-^ : 3 (GenBank T^tyVa^Sf: 
NM_020630) T^£ft5*£&Ba?iJtf>5 181—3396 #©*3EfiB^J^ £> ft £ *° V ^ 

10 (2) ggHMRET 

7^ pjk: & x , ^^MRETfi, s?^gJ(D ret or ^ y ^ia^^ ^J^tf, sb^ij 
#-^- : 2 i£fc«4T?^ £ft5rs:y msa?ij<£> 5 1>> — % u< tefM®©T^ ygt^ 
®mt> b< tett^ft, gfcra^fte><£m^^:fr*fc«fc 9^£ftfcr^ 

y»]^ttf*°y^^Kt-fcoT, RET ^-7-— if^'ffi?r^r1-§^y ^7°^ K 
15 ^PfS^t^t-t?> 0 titc, ^mmRETU, 0£U<ii, Ir^M^RETcDT^ 

©r^ ;m&W&£frizT 5; y Hia^-a-fr^y KtfeoT, ret ^i— 

>>t*> tret ^-7^— if ^t4j ret a* g a^fcfif&<Z)^ ffc^-pp 
20 y >-^bi-S^ft^rE*i"^o 

^mmret«, tib (D ~ (xix) x*mi5ftz>mn*^tftfv 

(i) iB^IJ#-^: 2£fcf*4-C^£ft5TS /tfi?'J©9 t), 3 2 5" 
y^|07^ yg&\#f* b< teT/V^—^fZlff^ftfcT 5: y^Sa^lJ (Journal of 

25 Endocrinology Investigation, 28, 905-909, 2005.), 

(ii) m&m^ : 2*fett4T?i$n575;»fi?!l05t), 5 3 3#1©^D 
v'^'ft&cDT 5; y b < te^^X-l' ^(ce^$tT./cT 5: y ^Sfl^lJ (Journal 
of Clinical Endocrinology and Metabolism, 88, 5438-5443, 2003.), 
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(iii) SB^J##: 2 *fc«4 X»m^foZ>T ^ JWM$\\(D 5 6 0 9SI©^ 

7^^|c7^;n, £F * b< ri-fe y ^tcftisisftfcr 5: (ciin 

Endocrinol, 63, 676-682, 2005. ) N 

(iv) @H^1J#-^- : 2 t fcS 4 $ ^5 T ^ / tE^i© 5 6 1 

Si^^ixfcT ^ /SftBB^J (European Journal of Human Genetics, 11, 364-368, 
2003. > Journal of Clinical Endocrinology and Metabolism, 86, 1104-1109, 
2001. ), 

(v) 1B^1J#^- : 2 £fcJ24 -C^&nST S / mMF\<D 5 ^, 6 1 8#i (DZ/XT 

io >f^ji©7 5/ ^ 0^u< ttT/va?^^, iry^, ^y ^y^fcii^s^ 

tgil^tltT 5: /§E?IJ (American Journal of Pathology, 168, 
1262-1275, 2006. N Journal of Clinical Endocrinology and Metabolism, 86, 
1104-1109, 2001.), 

(vi) ia?ij#^- : 2 £fcf4 4 -e^^ttsr^ y ^ia?u<£> 5 *>> 6 2o#i©^ 

^E^IJ (American Journal of Pathology, 168, 1262-1275, 2006. „ Journal of 
Clinical Endocrinology and Metabolism, 86, 1104-1109, 2001.),. 

(vii) m&m-B- ■ 2&itte4-<*m&ti?>T$ /mm&S(D 5 6 3 o#g^^^ 

20 y^IE^'J (Thyroid, 15, 668-671, 2005., Biochemical and Biophysical Research 
Communications, 255, 587-590, 1999. ) N 

(viii) HB?!I## : 2 3; fit 4 £ ft 5 T ^ /m.WM<D 5 631#|©7 

fcfeT ^7 =• ^{"iB^^ftfcT* 5 ./ Htlfi^'J (Biochemical and Biophysical Research 
25 Communications, 255, 587-590, 1999.), 

(ix) ga^J## : 2 *7ttt4-C^^tbST 5 7 ^Ifi^J© 5 ^, 6 3 4#|©^ 

x-r i/7)Sfiii(DT 5: y & N n% u< »7;v^^y, ^yv>\ fo^y, ^a^v 

77^ ^, -fe y ^fcte h y 7° h^r^ff^^ftfcT^ /^Sfi^'J (Biochemical 

17 
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and Biophysical Research Communications, 255, 587-590, 1999. N Journal of 
Clinical Endocrinology and Metabolism, 86, 1104-1109, 2001. , Biochemical and 
Biophysical Research Communications, 207, 1022-1028, 1995.), 

(x) @fi^J#-S- : 2 4 £ H 3 T ^ /WU^<Do 6 9 l#g©^y %/ 
5 l/&m<DT % J £f * b < tei? y V tbtcT $ 7 MB?'J (Cancer 

Research, 66, 1177-1180, 2006.), 

(xi) @H^IJ#-^- : 2 £fcte4 T^^tLST 5 /m^\(D 5 7 6 8 # g (D ? ;V 

? % yM©T$ Bit u< ter^^^^fcgm^ttfeT s: y^Bfl^iJ 

(Clinical Chemistry, 50, 522-529, 2004., Journal of Clinical Endocrinology 
10 and Metabolism, 86, 1104-1109, 2001.), 

(xii) IE^J#-^ : 2 ^fc«4 "C^^ttST ^ 7^SB?IJ(D 5 ^> 7 9 0f@©n^ 

(Journal of Clinical Endocrinology and Metabolism, 83, 770-774, 1998. , 
Journal of Clinical Endocrinology and Metabolism, 86, 1104-1109, 2001.), 
15 (xiii) 2 ^fc^4 -e^^tbST 5 7 Mffi^lJcD 5 ^, 791#@©f 

n ^>-/^{til»T 5 / 0^ b< te^^^/VT^ — i/fcg^^ttfcT 5; 7 
(Journal of Clinical Endocrinology and Metabolism, 83, 770-774, 1998.), 

(xiv) : 2 l£fcte4 -emtSfo&T * /mW.m<D 5^,8 0 4 # g <Ds< V 
^fci&<DT ^ 7^, b< te7 f^ytli^feT ^ 7 mm^l (Journal of 

20 Clinical Endocrinology and Metabolism, 86, 1104-1109, 2001.), 

(xv) Sa^lJ#-S" : 2 iZfcte4-Vm£fcZ>T 5. /^IS^IJ© 5 ^, 8 0 6f|©fP 
v^^f&CDT^ 7^,0* L< tev^7M ^(cSm^ttfcT? J ^ffi^lj (Japanese 
Journal of Cancer Research, 90, 1-5, 1999. ) , 

(xvi) Ifi^lJ#-*§- : 2 £ fete 4 T^^tL^T 5 JWMm(D 5^, 8 4 4#g <£>TA- 
25 — ^^(&©T^ /^,^r* U< te n ^ yy^t^ £ *Lfc T ^ J ^IB^J (Exp Clin 

Endocrinol Diabetes, 108, 128-132, 2000.), 

(xvii) ffi^J## : 2 £ fete 4 -«£*t£T ^ 7 ^ga^jcD 5 t>, 8 8 3#|07 

^ - >-&{&<DT ^ J Bit b < tt7x^;V77^ ^fcte^ni^t-gi&^ft 
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f c T 5: S&WM (European Journal of Endocrinology, 142, 573-575, 2000. N 
Journal of Clinical Endocrinology and Metabolism, 89, 5823-5827, 2004.), 

(xviii) @B^J#-^: 2ffctt4t«^5T5;WJO^> 8 9 l#g<Dir 
]) l/i)M&<DT 5 /Wt> £f3= U< Ii77^ytli^tr 5 / BfcE^ll (Journal of 
Clinical Endocrinology and Metabolism, 89, 4142-4145, 2004. ) , 

(xix) @a?«-^ 2&frte4-vmtsti&T^ ;mm&i<o5 ^91 8#a<z>^^- 

(Clinical Cancer Research, 8, 457-463, 2002. ) Q 
£fc, ^mMRETJi, IE^J#-^ : 2 * fete 4 ^f2«c £ tbfcT 3 7 ^S2^J^*5V^ 

x, _hts© (D ~ (xix) i^ttt^ / >*< ^ - o-g-tpfe^, -r ^ 

K>321, 533, 609, 611, 618, 620, 630, 631, 634, 691, 768, 790, 791, 804, 
806. 844, 883, 891 *3 £tJ* 918 COT ^ / SW* b & £>5l£R£ tbS^ < £: % 

t't5 0 09*.fi, @fi^J#-^ : 2 7?il£*L5T ^ 7 WMn(D 5 fe> 8 0 4#|©/^ 

^^SU RET l^-$ith& 0 ^mMRET {£^frt<5, (i) ~ (xix) 

^^^l^*5V^T, ^^^RET«, b < Ji-hfE® (iii), (iv), (v) , (vi) , 

dx), (xi), (xiD, (xiii), (xiv), (xviii) (xix) x»m£tbz>mm% 

iStf^ V ■ y <7 P: ?~ K~Cfc K> , ^^)$r*U<» (ix) ^fcte (xix) £ tl 5 ffi^'J ^ 
-^tfs^y ^7°^ K7?fc& 0 

l^C^IB^U, IMl^Ufc7;V77^s'bf^ Iit©7^i©lt 

6 0 0»J^«, ±M<D (xix) iC^-f-j; 5 t-, 9 1 8#@©^ft-^^Vt^ 

^£tWh*§^te TM918TJ iWS^M^^o 
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iSfcSo Mx.fl r= K^9i8 <dt ^ sm te, r^/siE^w^gi 8#@cdt 

*3SWHl*5V^"Cs ^MMRETte, !fr£M<Z> RET Sra— K-fSit^y- (£* 
5 T> f"RET mfc^} ^^tSi^feS) ^f&(D»'f5 : f-^S#^^tbfca'fK- : ?-^J: 
oT3-K^5* B y^f KT'fcoT, RET if ^'I4§r^"i- 5 *° U 

KSr^tf S^i:^-e^s o S=fc N ^t^^t, ^MgjJRETte, #il*Lte\ ffi^J 



#-!§- : 1 * fete 3 JJi|B«t$tb^:*S3£E^l^b3fe5sKP ^ Ko 5 ^ — §P 

10 K§n5#P^^Ktfco"C, RET ^^Sr^r-t-S^y^^ KSr^ff 

£ ^PJ&C&^-C, ^MRETte, 0il£te\ SB^J#-^ : 

1 <D 181—3522 #C»^SIB^J^fe^^^y J*^ \s*"f- K> ^fcteffi^IJ#-^ : 30 

i8i—3396 #©iasE^!id»e>j&5 2Ky ^ ^ K^ffi^atfe-^^ffflUfi^Hfe 
15 tt^fts^ 1 y v&m? z> - So 

III RET fi, MiH TIB (i) ~ (xi) ©xKy K3r#tf 5^ 

So Ti5<£> (i) ~ (xi) <Dtf v ^zf^ FK&iirz>i&fc^-(Dnmm<oteJ&n. fa 

(i) RET jfrfs-^flS H4 (CCDC6, coiled-coil domain containing 6 * fete D10S170 
£ & V n 5 o GenBank T^ty^a : NM_005436) (DSMS^f- SfiUS * H fell 

f^T- (TRET/PTC1J tfcV>5o) laot^-K^S^y^f K (European 
Journal of Cancer, 41, 816-821, 2005., Cell, 60, 557-563, 1990.), 
25 (ii) RET JMS^jft* RI a (PRKAR1A, cAMP-dependent regulatory type I alpha 
£fcV>5«, GenBank T^ir 5/ v- a : NM_2 12471) (DMin^- 1 Wflllfc $ ttfcjJt 

fs^- ( TRET/PTC2 J Hl^J iaot3-K§H^*°y^/f K (Eur J 
Endocrinology, 147, 741-745, 2002.), 
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(iii) RET jft-fS #S ELE1 (NC0A4, nuclear receptor coactivator 4^fc«RFG 
tfeV^5o GenBank T ? 1? V *S 3 : NM_005437) <OW^^ t f?**^ £ frltfc 

&i=P ( FRET/PTC3J ifc^5o) idioTa-K^tlS^y^/f K (European 
Journal of Cancer, 41, 816-821, 2005.), 
5 (iv) RET ^MK^T-J&S ELE1 (NC0A4, nuclear receptor coactivator 4 ^fcte RFG 
£ & 5 o GenBank T^ty^g : NM_005437) (DitfS^ t f?#SI $ ttfcst 

(TRET/PTC4J ^t>V>5o) i-cto T 3— K$tL^^° y-^^^K (Oncogene, 13, 
1093-1097, 1996.), 

(v) RET RFG 5 (G0LGA5, golgin-84 £ 5 . GenBank T 9 ± -y ^ a 1/ 
10 : NM_005113) (D^fc^ Mt§g $ Hfcjtfc^?- (TRET/PTC5J i^V^o) ^ <£ 

oT3-K^tl5jKy^7°f K (Cancer Research, 58, 198-203, 1998.), 

(vi) RET hTIF (TRIM24, tripartite motif-containing 24 ^fcf* PTC6 
^^V^5o GenBank T ^ ir ^ -> 3 : NM_003852) (DiUS^- £ ##l|§ $ tbfcit 
fc^- (TRET/PTC6J ^t>V^5o) tiot^- K £;}t <5 *K y -^^"^ K (Oncogene, 18, 

15 4388-4393, 1999. ) , 

(vii) RET iSMS-^flS RFG 7 (TRIM33, tripartite motif-containing 33, PTC7 t 
feV^Po GenBank T ^ *fe s> *s 3 : NM_033020) (Pitted £ fSfllfg $ tbfcit'g 
^ (TRET/PTC7J £fcV^o)fcJ:o-C=i — FSfl/SsKy K (Cancer Research, 
60, 2786-2789, 2000.), 

20 (viii) RET atfS-?-^ kinectin (KTN1, kinectin 1 h\>\^0 o GenBank T 9 i? y 
*S 3 : NM_182926) ©ftg^ £ f?fl!& $ frfcsHS^ (TRET/PTC8J £&V^5o) 

\Z. J;oT=i— K$tt6*°y K (Cancer Research, 60, 7028-7032, 2000., 

Cancer Research, 60, 2786-2789, 2000. ) , 

(ix) RETjjfMS^a* ELKS (RAB6IP2 l£1tl$ RAB6 interacting protein 2 tfcV^o 
25 GenBank T ^ *fe s> f a : NM_178037) <£>3t^^ £ WfHig £ ^fcitls^ 

(TRET/ELKS J t tl^o) tiot^- K$tb6*° y ^7°^- K (Genes Chromosomes 
Cancer, 25, 97-103, 1999.), 

(x) RET itfe^-^ PCM-1 (PCM1 ^Tctt pericentriolar material 1 t 5 0 
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GenBank T ^ *fc V 9 S 3 : NM_006197) Oalfs^- <k S#H$ ttfcitfc^- 

(TRET/PCM-1J £*>V N 5o) |:±oTa-KS*l5JK5^f K (Oncogene, 19, 
4236-4242, 2000. )„ 

(xi) RET Mfc^tf RFP (ret finger protein t l N 5 » GenBank T^ty^a ^ 
5 #-{§- : NM_006510) © MB^ t SSIg § H/citfe^ (TRFP-RETJ th^Oo) K «fc 
oT3 _ K£ax5#? y K (Endocrinology, 145, 5448-5451, 2004. ) 0 

RET C^S^MteuRET (Ditte^Ba^fcte RET *^£4*> S> 6 mRNA 

^•7*^"^'»? ^ l/^"^ K^"3i*- y^-^-^a W£ (Sanger et al. (1977) Proc. 
10 Natl. Acad. Sci. USA 74: 5463) ft if if 5 £ ^ T* ft 5 o at^ftDNAv—^ 

£fc, RET MxJi\ insitu/N-T^y ^Vif-v-a / — 

y^Py Mllf, DNA •^'f^nT^^'x RT-PCR, SSCP-PCR (Single-Strand 
Conformation Polymorph! sm-PCR) /fe Wftia !)ifft5: 
15 h (D^fe^.^fefc^V^fj 5 - bi> i ~€% : 5> (Clinical Cancer Research, 8, 457-463, 
2002. ) D 

ret (D&gt<D&m\&s ftmt^&ixw: w%.&> ^m.m.mt 

r^^^p y K h y — > ELISA. RIA 

20 % So 

^^MRET (D^"4ffi^r PCR -C^f^i-^Ttfe^, ^f94^ — OlS^iJtt, Sfe^^V> 
IS ft i~ -5 r. £ # s T? # 6 o f 7 — <£> SB fi£ > f^ij ^ Primer Expression 
(Perkin-Elmer Applied Biosystems) £rffl I ^ Tig ft "t" 3 - £ # S T % So 
^fc, RET (D^M& PCR TMtT" 3 & , Mxif^> * 1 S-fe<c<7>7°7 

25 ^— ^ffiv^s r ^t#s 0 tflfcff , ret/ptci Srflfflrf-Sfca&Kif^ iB^J#-^ : 

5*5«fctr6 ^tfi«©ia^j^^fts^°y ^ K^f7^f-7-^t5iH^t 
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RET 



RET/PTC1 



IB^J#-^ : 5 



Wm^r : 6 



RET/PTC2 



RET/PTC3 



IB^IJ 



E3 



8 



B^IJ#-^ : 9 



RET/PTC4 



WW 



JO. 



1 0 



WM 



: 1 1 



RET/PTC5 



ffi?lJ#-5§- : 1 2 



cr 



1 3 



RET/PTC6 



ffl?IJ : 



1 2 



IB^IJ^-^- : 1 4 



RET/PTC7 



@B?U 



1 2 



IE^IJ#-S- : 1 5 



RET/PTC8 



1 2 



IB^J#^- : 1 6 



RET/ELKS 



SB^IJ 



1 7 



SB? 



iJ#-5§- : 1 8 



RET /PCM- 1 



SB^iJ- 



E3 



1 9 



ib^ij 



pa 



2 0 



l tt, MtifMM btz^ RET iu^t5^7^v- cd— M£^b/s:^<z>-e 



^T(-, @E^J#-5§- : 5-20 ^fa*c<Dittffi^J Sr^-t", 
ia^']#-S§- : 5 ATT GTC ATC TCG CCG TTC 



E3?(]#-^ . 6 T GC TTC AGG ACG TTG AAC 



IB^IJ#-^- : 7 TAT CGC AGG AGA GAC TGT GAT 



B^J#^§- : 8 TGG AGA AGA GAG GCT GTA TC 



10 ®B^IJ#-S§- : 9 CGT TGC CTT GAC TTT TC 



S?ll#-J§- : 1 0 TGC CCC TTC AGT GTT CCT ACT 



B^IJ#^- : 1 1 CTT GAT AAC ACT GGC AGG TT 



E^ll#-5§- : 1 2 GAG GCG TTC TCT TTC AGC AT 



B^iJ## : 1 3 TGG AAG AAC TTC GGC ATG AG 



15 ®E^IJ#-5§- : 1 4 GAA TTC ACA GCC ACC AAG TG 
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Sa^!l#^- : 1 5 CTA CTT AGC TTT CCA AGT GG 

SS^!I## : 1 6 GGG ACA GAC ACC TTT GGA AAT A 

@B^'J#-5§- : 1 7 GTTGAAGGAGTCCTTGACTG 

@B^IJ#-S§- : 1 8 CTTTCAGCATCTTCACGG 

IB^!1#-^- : 1 9 AGTGAAGTTTCTACCATCC 

B2^IJ#-^- : 2 0 GGCGTTCTCTTTCAGCATCT 

(3) $EMMRwr &%8%L\sX^Z>fflm 

^mm^^^x, mmmxET &&$Lvx^zmi&n, \^ < &&&&&&& 
mmm ham, ^m^^mmmm iibsl mm^w^mmmm, fptiiLSi, 



(4) ^mmco RET ^r^— if ^W^W 

/vfi ( i - y^/um) , 2 — ^ ^/i/— 2 - y° n t>i ( t - -?*5-;\>^ , i - y^/um 

(n-^5Vl/£) N 2 - 7*^/Um ( s - ^/V^) , 1 -^^^-/^ 2 "y^;^^ 

3 — <^=M^ 2 1 -^/V^ 3 - p< "J-jV— 1 -^/P^ 2 *f- 

JV—2- y^/um, 3 - ^ ^/V— 2 - 2 , 2 - ^VV— tWS, 

1 2-^^rv';l'S, 3— ^^y'/H, 2 — ^ 1 — ^^^/VlS, 
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3 — * f-jv— 2 — 4 — ^ ^/V'— 2 -^yf;i/I N 2 — ^ 

3 -^i/^Vl^, 3 — f^/V— 3-^^^/^ N 2, 3 — i?*^A'— 1 — !^/W3£n 
3, 3 -v^^/V— 1 -:/^Vl^ 2, 1 — 2— 

1 -^f /I'S, 3, 3 -vM9W- 2-^^/V^ 2, 3 -v^^- 2 — ^^VVJE 

2 - fcVk^ 2 - ^ ^"/V— 1 — ye fe>S, 2 — ^ ?vW- 2 — tVl'S, 1 — 

1, 2— ^^V^^ 1, 1, 3-^ot: 0 wX x 

-So 

20 /V-S, l-^nt 0 r:;H % 2-^nt 0 ^;Vi, 1 -T^—zl^ 2-^5^/1^ 3 

25 tfV^n[2. 1. Ol-^^^/l^S. tfV^n[3. 1. O^^r^A'K, 

^n[2. 1. 13^^^/^s lf^n[4. 1. 0]^;7^M^ tf^n[2. 2. 
1]^7°^/^ (//H^/l^/l^K tfv^n[3. 3. 0 ] # ^ /VM, tf->^n[3. 
2. 1]^^/Vfi, t*v^n[2. 2. 2]^-^^/^^if^fctf ^^§ 0 
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t5„ 



y /t-s, h y t y y /H, t y 9 y y fr^/y /vs. tr 9 y y /^K, ^^r-y- y 

t^f^yyM, fc°y^vv^ t-y^/i^ t°y^=/i^ t°y 5^=/vs N 
h y 7i?-/n, yy =^ae % y-x y s^^ak ^/y /vs. -y y ^/ y sum, -f-^ 
f- y ^^/^s. ^r/ ^-y- y =¥^-y y ^y 7 v?^^ 

3k -y 5: yy t° y -r $ y y^r y y ^ % y y^^-y-y y -o-y 
^ry y /vs. ^^y^^^y y -<yxv 5 yy y -f ^ k y -r y 

y^ku y^y y /i^, t°nnt°y y tr y vVi^, y n t° y ^ 

^yyf7 v^r y y /vs. -<>- y^^r-y-^T y y t° y k t° y ^ v^/i^ 

r5~10l^rn7y-;Hj O0iig&M£ bTte, 7 y ^-,y^ fc° 

-Y^^yy/«, f7/y;H, \f=7^V;vm, ^-=¥f-yy/^ N ^yt 

it- y y /vs, Yvwy /ps n t° y s^as, tr v $ &&\fzzt & -e # 

5 D 



(a) atSrWfifci-SJS-^oSfcjis 3 ~ l o Bxfo 0 N 

(b) m&mifc-t&m^K 1 — 2m<D^T^m : f-^^^ 
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(c) jfttFfc— 1 ~ 2 "fll^A^ V>Tt> 

h «fcv\ 



v^Tif tfv^n[2. 2. 1]— ^y^y^/v^ ^^A* y 



^^/v3£ % fc°ny^;H, txy^-y^ Tif^~/i^ N fc°-<=?^-^; 



y ^^S, V? t KP7U /vl, x h =7 t Kn fc°7-A'K£rfc&f 5 r. £ 6 d 

b^v-S, l-7°n^i/S (n-T'n^v'S), 2-7'n^v'S (i— yn/J^df 
-ySh 2-y^/V-l-^nTK^v-S (i -^b^S), 2-^^-2-^13^ 
(t-7b2r->m)s l-7"f^7S (n-^b^v^X 2-y>^^ (s 

-^b^g), 1 -^^^/V^-drv-S, 2 !^^^^VS, 3 -^^?vlo*-^ 

2-y^/V- 1 hdf-^ N S-^f/P-l-T'h^S, 2-y^/V-2- 
7 '^^ 3-y^-/P-2-^h^r^, 2, 2->>y^A- 1 -7n^^^ 

1 -^drvvM-^v^, 2 .df-^/^dr^, 3 -^S^tf-df ^3E, 2-y^vV 

- 1 "^/l^^v^ 3 -y ^/V- 1 -^i/^Vl^^y^ 4 -p< 1 < 

>^7Vir^r^m, 2 -*<f-;V- 2-*<Z/^jVtt ->3£, 3 -y 5^/1^-2 -^^^yv^- 
^v^, 4-y^vV— 2 — ^>-^-/l/^-drv/S, 2 -y ^vV- 3 — ^^Vlo^iX^ 
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3 —/-f-zV— 3 -^yf/Vt^fVS, 2, 3 — V^-^-fV— 1 — -7 \-*r-y&, 3, 3 — 
^h^rv^ 3, 3-v ? ^^/l/-2-^h^v'S, 2, 3 2 b 3^ 

*tf^>^ 2-7°n/K^r^, 2-^f/V-l-7°a*>v'l, 2-^^^-2-7" 

xf;i/ftl, 1 tVV^^-X (n t>ftl), 2 — :/n t°;V^tl ( i 

-7°ntVWS), 2-^^/V- 1 -:7°a tW^^-S ( i -^^/V^-^-K), 2 — * 

2-^/V^S ( s - 1 — O^/lo^-X, 2-^^/P^ 

jTS, 3 2 — ^vV— 1 3 — ^ ^-/V— 1 — 



^ 2 2, 2 



— ^-/v— 1 — fcVV-^:^^ 1 — ^^y/l^^K, 2 — ^^r->/V^^S, 3 — 
4 —*7-/V— 1 -^yf^ftS, 2-^^Vl/- 2 3-^^ 

/v- 2 — <>^-/v=5-Jr^ 4 — ^ ^vp— 2 — ^yf/i'ftS, 2 — 3 — 

^i^^K, 3-^ ^/v— 3 —<yf;i/ftSv 2, 3 — ^j-f-jv— l — ■ff-j^^r 

3, 3 — ft^iV— 1 — y^/V^^-^ 2, 2— i/^^vV— 1 — ^^VV5^S> 
2 -rc^/V- l -^f/PftS, 3 , 3 -v^^ ^/l'— 2 -^f^f^i, 2 , 3 — v 5 

2 — t^tV— l-7°n fcf/l^^K ( i -^W^;^), 2 — ? ^VV- 2 
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dpe/I, V^n^r^/^^f-t'iSk ^nt^f^^S, tfi/^n[2. 1. 0] 
5 'O^vl^^f^ Wp[3. 1. 0]^^r vW^v-^ tfv-yn[2. 1. 1] 
^^f'/'A't^VS, tf xx [ 4 . 1 . 0 ] ^7°^/V^-=3f v-Ss bf n [ 2 . 2 . 1 ] 
^^^vl^^f (y /^V^^/^^rv'S) s n [ 3 . 3 . 0 ] ^ f/vt^i/S, 

tfi^p[3. 2. l]^-^^/V^-^rv-*, tfv-^n[2. 2. 2 ]^ 9vl^3r->Xfc 

10 rc 8 . 8 ^P7;V/3^i/||j ©£Fjfcj&09£ LTfi, ^n/n^i/S, ^ n 

15 2-^13 tvi/7 ^ / S ( i o tW7 5 y S) , 

( i 2-^^-2-^x3 t>7^;S( t -/f;v7>;;S), 

1- ^f^r^/s (n-zw^/S), 2-y^/vr^/s (s-7W?y 
S), l-^yw^yl, 3 -^^^vkt^ yl, 2-y 
f/v-i-^w^yi, 3-yf/v-i-/f^7^ys, 2— y 

20 f /V7 ^ y 3-yf;l/-2-7Y;V7?yl, 2, 2— i^y^/V— 1 — 

2- yf;v-i-^yf/i'7$y^ 3 — y ^/v— i -^yf;v7 5: yl, 4-y^ 
i — ^<s^/vt 5: ys v 2-yf/i'-2-^yf/i'7?ys, 3-yf^-2- 

-^v^/vr^y^ 4 — y ^vv— 2 — ^j^vkt 5; yl, 2 -y ^vp— 3 -^v^/v 
25 7^yi, 3-y^-/v-3 — °yw^ys, 2, 3-^^-1-^75 
yg. 3, 3-Wf/>-i-^W5;s, 2, 2->>y ^a— 1 -^f^r 5 
;l, 3, 3-^yf^-2-^f;v7^yi, 

2 , 3 -^y ?vv- 2 -/f/v7 5 yM Z&lbVf bn% 0 
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N, N-^-n-^ntWTUl, N, N — v^— i — f/VT ^/i, N, N- 

N-n-7°v fcVk- N - 7* ^Vl'T 5; /S, N- i tT/V— N — ^ ^/VT ^ /l, 

N-n-Zf/V-N-^W^I, N— i -^f/V-N->f;vr ^ /S, N- 
s - zf^fr— N - ^ ^/VT ^/l, N - t - -f^-;v- N — ^ ^/VT 5 J if # s S> tf 

10 kfrSo 

y^vU yvS, tv^ n /V^ft if jjs if h o 

15 fflf-ffl#iC*3V^T, rc^yT^a^v-^^^Sj _hffl^^cD rc a _ 6 7" 

2 t>t^r^^*^^S, 2 — p*9vl'— 2 -^njjfdrv-^/^^ /I'Kft if/3 3 

25 nT/^;H, C 6 _ 10 7y-;H > 5~1 0l^7n7y-;H, 3 — 1 0M# 
ffi^fnfS:!, C 1 _ 6 7/V^ftS, C 3 _ s i/^n 

7/vn^^i, ; ey-c 1 _ 6 7;>W?/S> ^-c 1 _ 6 7/^;v75/i> c 2 _ 7 
T iwvK £ fcfi c 2 _ 7 r yw= if £ &> if § r i: fl* t? t 5 „ fc fc L > 
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C^eT/^/H, C 2 _ 6 T/v^^/i^S, C 2 _ 6 T;^=;H, C 3 _ 8 ^^p7;v 
C 6 _ 10 TV—sP&, 5~10l^7nT!)^/H, 3-10 I#^f i 
^TPf^l, Ci-eT^^^r^S, C^sT^WtS, C 3 _ 8 ^a7/Vn 

C 3 _ 8 ^^p7;v^;H, C 2 _ 6 7;v^^S, C 2 _ 6 T/i^ — C 6 _ 10 T 
10 5-101^707!)-;^ 3-1 Ol^ftl^fnSSl^ C 



^flJMV^T, RET ^-^~-fef|fi^#jff « N Mttf, 
— jft5£ (I) 



15 




R 3 R 4 



(I) 



(i) R 1 

RMt 5£-V x — V 2 -V 3 (5£<f N V'it a^K^^T LTl^T% il^C !_ 6 

25 ^p7M;vMtm„);V 3 l^ TklifM^ tiS^^LTV^T^ j;v^c 1 
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5~i oi-v rnr y — /vs^fcttei^a^^brv^T^ 3 ~ 1 oi^ft 





(ii) R 2 

NV aii V ai2 V all « N Tkmmi 1 ', gl&^^UT^T^ £VNC a _ 6 T 

;v^;VS, ttli^f UTV^Tfc J:V^C 2 _ 6 7;^^S, S^S^r^T It V^T 
25 B^K^bTl^T^ J^Ce^ 0 T y — g^S£r^T LT V^T £ 5 — 1 
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ItHlff UT^t & J;^c 6 _ 10 T V — A^m^K^bTv^^ £V> 5 — 1 

R 2 (£>£ htc&MteMk UTS, S-CONHV* 17 (s*;^ v al7 f± N 7X*im 
20 (iii) Y 1 



Y 1 ^ 5£ 
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^r^;V/}f^Htfefj:S;-coNV dl v d2 (5£e£ n v dl ^J;i;v d2 lt -eft 



10 frffetbSc 

(iv) R 3 *5j;tJ«R 4 

V ^ C 2 _ 7 T 7V 3 ^ yVTjf r=. /VSI: lc ^"T" 3 o 

R 3 jo iI^R 4 0^31^Mi UTii, TkitJ^/^fctf bH5„ 

20 (v) R 5 

1, Wt&^&^VX^^X h j;VNC 3 _ 8 >^i7 p7;v^;H, fiil^f It^tt 
iv^c 6 _ 10 7!J — /l^g^S^^LTV^-t ^ 5 — 1 Oi^TPT!) — 7VS 
25 fi^S^UT^Tk 3~ 1 Ol#f f i^rnSSMf 
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g&^L-Ti^Tfc J;v^c 6 _ 10 Ty — ^S>f HS^f tTV^t 3~ l ol 
10 tfS if b 6 0 



N- (4- (6-i/77-7- ( 2 h =^v^ 

15 N-(2-^nn-4 — ((6-V77-7 - ( ( 1 - * ^-/V — 4 - y vvV) 
b^iX) - 4 — y /i^) J^vO 7 -N' — a^n vt\ 

N- (4- ((6-v^T/-7- (((2R) -3 - (v'xf/VT;/) - 2 - t 
Kn^v-/Pt» ^-=¥iX) -4— =¥/y/H ^-^v^) /P) -N' - (4 

20 N— (4- ((6— - (((2R) — 2 — t: Kp =^-> — 3 - (l-fc°n 

y>?y) 37°ntVi^) ^^rvO -4-^r/y/V) Jr^-y) ~y^=- ?v) -N' - (4 

4- (3-yna-4— (^^P7°Pt>7^/*;I/^^) 7^/7x7 df- 

25 4— (3-^nn-4— (7^P7"Pt>7^ /i7;^^/V) 7^/7^;^ 

vO -7- (2-^ b^^h^v) - 6 -^y y ^^/v^^-y-^ K, 

N6-^^P7°Pt>-4- (3— ^nn — 4- ( ( n :/n t';V7 ^ / ) 
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N6— (2-^ h^^/xf/k) -4— — 4- (((^^P/ntW 

T5 7) #/v^~/i7) 7 5 7) ^m/^v-) - 7 -7 h^v-- 6 -=3fy y >-#/p 

5 N6— (2 -77V^-aaz^/v) -4— (3-^ inn — 4- (((^P^Plf/V 

r^y) ^7^/^^/^) 757) 7x7^^) - 7 -7 h^-^- 6 —*cs y 

N6-7 (3-^PP-4- (((^n^P^r$/) ;Vt$ 

~/it> 757) 7x;^f-y) -7-7 h^-^y- q — y 5 K\ 

10 N6-^f;V-4- (3— ( ( ( *s 9 n -fn t:VV7 5: 7 ) 

7^ / ) 7i/ df ^) —7—/- h^ris- ]) ^*^^^r-^^ H\ 

N 6-^^-/1^-4- (3-^nn-4— (((-7^ D7°p t>7-; 7) #^7}^ 

4- ( 3 -77V^-n — 4 - (^^P7PtVV7^y*/^=/V) 7;/7i; 

15 -7- (2-7 h^f^xb^^) -6-^;|jyi;M^t?F\ 

4- (3-^pp-4- (v"7 n7n t>7^; 7 Zi s\><) 7 5 7 7 rc J ^ 
>0 -7— ( 2 - t: Kp h — 6 - ^ 7 y V# /istf^-f- 5 K, 

4- (3-^pp-4- (77P7Pt>7^/*;V/S^) 75 7 7^7 ^f- 
vO - 7- ((2S) - 2, 3 Kn^^n bf/V) jr*c*s— 6-^7!) ^^7 

20 ^tf^f-5 b\ 

4— (3-7nn-4- (7 f/V7 5 7 7J/^^— /V) 75 / 7x7 vO -7 
-7 h=3riX- 6 -=3r7 y i/^/l^^ 5 F\ 

4- (3-7^^-4— (xf;V7^/*/^^) 7^/7x/^r^) -7 
-7 h^r^- 6 -^r7 y /Vtf^f- 5 h\ 
25 N6-7 K->-4- (3— — (((xf;V7?;) ^/l^^/V) T 
5 7) — 7 — 7 h ^t7- 6 — 7 y /V^^l^ 5 K„ 

4- (3— 7^n — 4— (7^P7Pt°/l/7 5 75/7x7^ 

>0 -7- (2 b^v-^ h^r^7) -6-^;yy*;^^rt5 K 
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4- (4— ((v^ n^v fcT/VT 5 /) ^/Vt^^v) T 5 y T 7 ^ y — 7 — 

( 2 -y h^rv^ h ^ri/) - 6 — 3rV JJ ^#/1^3f If S; K\ 
N - ( 2 — ^jVUrn — 4 - (( 6 -^/W^^f/V- 7 - ^ h^r is- A—^r J V jV) 

5 N6— -4- (3-^nn-4- (((s/^n^nfc 0 

4 - (3-^ntz-4 — (l-ZP^r^/*;!'^) r^7x/^->) 

— 7—* b^y- D ^/i^^ 5: k> 

10 4— (3-^op-4- (ci s — 2 — :7/n*-n — */ 9 \£ jVT 5 7 ;V 

N6-^f;V-4- (3-^nn-4- (((^^n7°ntVV7^/) #/V#~ 

/v) r^y) 7*;^) -7- (2-yh^- >^ h ^ >0 -6-^/yy*;v 

15 N6— y^/V-4- (3— pnu — 4— (((xf/1/7 5 7) TJ/Vtf^/W 7^ 
y) 7x7^^/) - 7-y f^rv-- 6-^7!) ^#^^^-^5; K> 

4- (3-^Pn-4 — (-7^a7nt>7;/*/V^/V) T % S 7 ^- J ^ 
vO - 7 - ( 2 - (4 y 7) x h dr^) - 6 — 3fV U I' # /V J0? 3r 5 H\ 

4- (3-^pp-4 — ( 2 - 7 n xf yl/7 5 / * - T^/y^- 

N6 — (( 2 R) T^f 7 t: FP-2-77 =■ t\> * — 4 - ( 3 - ^ n ^ — 4 

- (((yw^;) r^y) 7x7=3ry) - 7 -y h ^v-- 6 - 

4— ( 3 — T'/V^-n - 4 - (xf;k7 5 7^;V^-/l') 75 /7x/^y) — 
25 7-^^-6-*;!)y*^tU*, 

4- (3-^cii3-4— (((^n7nt>7^;) Xfrtf—A') T^J) 7 
x/df-» - 7- ((2 R) - 2 - t KP^y- 3 - vV) ^"htK^ 

v-) - 6 -5r7 y ^^/VaK^f-^ H\ 
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N6-^f/V-4- (3— ynn-4- (((^ 7 5 

y) 7^y *ri/) - 7 - ((2R) - 3-i?iW^/-2-t Kn^^u* 

N6-^f;V-4- (3-^nn-4- (((iW^/) ^/V/j^A-) T 3 
5 J) 7x;^~y) - 7- ((2R) -3-^W§;-2-t Kp^^p^? 

N6-y^7l^-4- (3-^PP-4- (((^f/V7^/) ^/Vt^—A-) 7 5 
y) 7^y3r;X) - 7- ((2R) -2-fc (1-bTn JJ v?y) 7° 

10 N6-^f ylx— 4— (3— ymn-4- / ) iJ/Vi^^/V) 75 

y) 7^y=^7) - 7- ((2R) - 2-t (l-t?n y v?y) 7° 

N 6 — y 7A- — 4 — (3— 7nn-4— (((^f/V7^) ^/Wstfcs./lO 7 5 

y) -y^y^v-) - 7- y h^vO -6-^y 

is y K N 

N6— y^/V-— 4— (3 — ynn-4— (((xf;V7 5 7) # /V/K^V) 75 

y) 7xy^y) - 7- ((i-y 4 - tr^ y y h * $/) - 6 - * y 

N- (4- (6-J/77-7- (2-7 f^y^b^y) -4-^/D/V) ^ 
20 ^7-2-7/VtP7x^) — N' -7^p7Pt>^I/7, 

N- (4- (6-777-7- (3— (4-^!)/) ^o^V) -4 — 

df-yy/^) ^^771^^) — n' - (3- (y ^/k^/vzK^/ix) ^^^/v) ^ 

1^7, 

4- (4- ((y^p^ntVk7 5/ ) 7577x7^y) -7 — 

25 7 h^i/-6-^7py^/^>f 5 K 

4- ( 3 — 4 — ((2-7;l/tP^f^75;) #/V/)^/V) 7 5 y 

7x/^7) - 7- y h=3r7— y 77 /V # =>r If" 5 H\ 

N6— (2 —3i h^iy^^vv) -4- (3-7PP-4- (((7W57) 
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%/V7$~;V) 7x/^r^) - 7 - 7 b ^ iv- 6 - ^ 7 y A^^rl?- ^ 

4 — (4 - (3 -xf/vr> u4 K) - 3 — y>V$ru — -7 *r*s) - 7 — 7 h 

5 *5 .tU 5 

N — (4- (6- (2-^7;xf/V) >&;W^^;V-7-^ 

10 4— (3-^pp-4- (v/^P^nt>7^;^;V^/V) 7 5; / 7x / ^ 

4— (3-^PP-4- (xf;l/7 5/*/^^/V) 7577x7^^) -7 

N6-7 h^riv-4— (3-^PP-4- p /p tVl^T 5 7) 

15 7*^7) 7x7^^7) -7-^ 5 

4— (3-^dP2-4- (7f/V7^/*M-/V) T^y^^/^-v-) -7 
-7 h^i/- 6 7 JJ J^/Patf^rlJ- 5 K 

N6-7 b^r^-4— (3-^PP-4- (((xf/i/7^7) ^A-z^/V-) T 
20 ^7) 7^7 ^i7) - 7 -7 h^V- 6 -^7 y ^/Vtf^i^ K&#tf 5£ £ 

£7c, — (I) 7?^$^5-ft-^#J^^ fc^M&#>]^ LTil, 4- (3-7 

uu — 4- (~>y P 7"ni fcVl'T 5 7 /IT) TXyy^/^r^) - 7 — 7 h 

25 RET df-^-— tfRa^1»K©*t&ai5&^Ii: Lt», 4- ( 3 - 9 n a - 4 - (i7 
^P7"Pt>7U*/V*-/V) T^7^^7^i/) - 7-7 h^y-6-^7 
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O 



N 



0 2/3 2 8 7 2^V7W?'F (W002/32872) ^^^11^112 0 0 5/0 
5 6 3 7 1 3f^y71/y h- (W02005/063713) ^f2ft £ fht^jj^Z. <£ o XM^k't'Z) 
^t&X£ £ 0 

gfc, ^^{d*5V^r. RET if |fiWWBtW\ 09*.ff % 

5— (5 — 2 -^"^y— 1 , 2 — S?fc Ko^f V K— /V— 3 — V *f 

10 ^^/V)— 2, 4 - v 5 ^ f ;V- 1 H - t°n 3 - U y ^ TZs-y 

K (2-v?xW^/3:f;V) (KT^ TSU11248J £&V^5 0 Clinical 

Cancer Research, 9, 327-337, 2003, Journal of Medicinal Chemistry., 46: 
1116-9, 2003.. W001/060814) (III) . 



H 

15 N— {2-^PP — 4-[(6, h ^r'V— 4 — 3f 7 U /V) t^r'>] 7 m 

~M -n' - (s-^f/v-a-^ywyA') (jyr, tkrn95u £ 

t)V^ 0 W002/088110) (5£ (IV) #J$) , 




o 



r 
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4 - [(4 -y;]y^- u - 2 — ^/W V K— A' — 5—4^) v-] - 6 — * V 

[3- (t"py^y-l-^;v) /P/H^S/] ^rtylv (KT, 

TAZD2171J bh^^?o Cancer Research. 65:4389-400, 2005, W000/47212) (5* 
(V) ^M)s 



SU11248. KRN951 jo «fcTJ* AZD2171 $i N <^^PCD^?£XrMaa-f" ; 5 - t , 
10 ^^^^V^T, RET =¥i if |3M.W#9jCte N fc (±S1 £ IlfWtfFt £ 

t°n]jy, n^^^/VT N, N' vvl^^- ]sl/*?T ^ >\ T/V 

20 — y v^^/fe^^^^^K^, T V^^^^it^ «Jf &mif 3 ^ £ ^t?^ So 
£fc, ^|§0J1^:£5V^T, RET — ifPfi^i^K^, rHMb^^»^»P^:fc 



H 
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B^fcjoV^-r, ret — Pfi#%?Cte, £frrt*?BMI^ Mtu, if ©ft 



ft *5 , #38 Pj! © RET ^ i if mm^} K I* , RET if ?£t£ £: S ( TRET 

3^ — - tfpi^teJ fctfSJ-t-SW^fcS) Srft5tOtfc5„ «Pj!<D RET 
ifpi^fCte, RET tf>^1-5 3^— ^ete^Ra^-fS^Sr^-t-nW! £ < „ 
^(Dm'B&m&KW&M^friteW RET ifRE#^KO^T-T5 RET if 

15 |fiW?£'l4<D$lJ3t;fr}£te s 0»J*.fi£> Cell free — HT-y±4, ^?V^n 

y h w^ffl J§£if ?8 T y i? -f N T y *fe -f ft if ^ *> if b ft 6 „ *W T y ir -f « , 

MxJi\ h JJ ^r>i»^$ Soffit 19 jA^fe, MTT&U XTTfe (cell counting kit-8 

) s 7 Sa-h^A'VyKS, BrdU 8u 

Ki67 Jfefefe, PCNA Ifefe^fr if^fcfrf feft£ 0 4#ryt^tt, TUNNEL 
20 Ife&iSfc, Caspase-3 §J9f<ftttijfe, PARP SJUftftWfejfc if feftSo rftb©^ 
Sfctex ^fef^WT 5 £. i: #*-C% £ (Blood. 2005, 105, 2941-2948., Molecular 
Cancer Therapeutics. 2005, 4, 787-798. ) D 

mT, RET ^ — if MF8H4©8!l)£;frife©— ^JCOV>T|B«i-t-So 
25 RET 3r*?~— £|MFflH±f±s Cell free if T s>i?-f fcl «fc o TSU^S 

RET wt, ^^^^v>jt^X^W^fe{-J: i^-et 60 09*.*!, 

Baculovirus Expression System <D7^^\Z. 9 „ SAIIBIS (Spondoptea frugiperda 



10 
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9 (Sf9)) |:t Ml =t^if^v h GSTjSfe-^^ >v^fj\ t M) r=L^\firiy htxf 

GSH-agarose (V^*fcJ8) *7tE: Ni-NTH-agarose (*cTffl/%M) ft if) <fc 
5 UfilSttSrt^-C^S, * y/^f©» j:t5IH^«, SDS-PAGE, 

Cell free ^Tyt^f WT^ii 9 t-ff 5 r. t 3&ST?# 5 D 

ff, 7°W-h ($J;U3\ 96 !7^/K 384 ^/Pfr i?) <£>#!>^/W-, fH^S 
10 J&I^O/il, ATP^$E5/zl, Sitlf 5mU RET V ayiffy h^V^Sf 50ng 
£r-^tfS£?£ 10 At 1 asitftr^^Wfc^Sfi Poly (Glu, Tyr) 4:1 125 ng Sr^ifigtfR 

10 M i co m^mm^mW}\\ a. z> - £ a* -e # 5 „ 

~ (D^-^ — if 50^ 1 60 mM HEPES-NaOH (pH7. 5) % 3 mM MgCl 2x 3 mM 

MnCl 2 , 3 /iM Na-orthovanadate N 1.2 mM DTT, 50 n g/ml PEG 2000 o. 1 M ATP ft if 
15 ^f5:t#tt5o rcD^^.ATPtt, [y- 32 P]-ATP N [ y - 33 P] -ATP & if 09 

MMf^mm^mmv^ atp £:jiv^ r. t^-e#?> 0 

S^r-K^, Bf^BtHfl-f ^^r^-<— 3 ^Lfc^. 2% (v/v) H 3 P0 4 ^?$ 50 m 1 

20 ATP <D& ^ ^^#^S'J^-r§ - ^ £ t) RET =3r^— if RE*?Stt^l¥fffii-5 - b 
^T 4 t5„ Ji|B0>&att£lRlte#«tt ATP ^ffl^fcm^te, ATP <DWl X) T&frMtti, 

-LIB © 2f fc: £ <9 s ffc^fe CD RET * ^ — if mWffi& % Wffiir Z r t # # 6 „ 

25 

(5) m^j, mmjrm 

^mmcoffimMfe^ RET ^ if M^fC^^^ feCO-Cfc 19 , #H'(4P^ 

«jH3WjS ha si, &mv£ft&mmmm. hb su ^m*¥^m», wjfenst 
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ttsM^J-efe^o *»W©?i&*E^If± N ret &mW%>W%^-t 

5 ge^s ret %mmvx\<^m^%^fc^mzn^x®im£nz>o 

t K 7^h, t >f" d f\ fc^v\ f"Aftif) li^Lt, 

^mmcommuj^m^, ^mmret ^j^ltv^^^^^-^ 

^mmcommm^^, ret ^Mbtv^5,^ ^ ^m^t-r^m^n 
-tzmmmt bttffltsitms. ^hmret ^Mit^sr ^ &#$c 

ir-r-s^s^ its, m x. «\ ^m^^-mmmm. IIA #3§t£l*l^M^ 

iib §l ^ft?tiifi> w^m%mm, m^w^mmmm. 

df\ -fX N -ff-A-ftiT) (iltLT> s-^-t-s^^^T? 

*BPJ^*3V^-C, ^i^^f*«. ^^MRET £%mbTl^M^£p3sf£ 
20 tfc5 0 

^cd?!^. wj> ^^tt^, n^m, nm%w, 
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teKB^frbftV^ itiA (M60 Kg) 1 BfcfciQ 0.1-1000 m g> L < 

ttO. 5-100 mg N $e>^*b<tt l~30mgT?fct>, £ ^ilS 1 0 1 - 3 E 



U-T 



T7lfr=fA N h^^^K i?^;/, ->i7^, t Kn^^^nfcVPyf/P 
T y h U r>^ N ^7V;7, >^y m=F^^^y =i— /K nn^K^ijj, 
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5 ^BmmffiWk^xT^, ^v±v ^mmm^^'TJV 



thy 



isw^j : y vsm, sit, ?^>-mm.te¥<Dmmm 
tcmRm^mm^mm^^^xmni^^^ t&x%z> 0 
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jhtE?£i*#m. JtiB»B^jo5^s ftte.3LQffl, ^mm^m, mm^nk m 
5 ret *i — - £i&**fc&&#te^&*s#^3w 

#^t4rt^M5»}£ IIAM, #3&t£l*j#*fclMfiK I IBM, ^j&tt^J&HESSK, 

o(D^^^^-r5^^^^-^tpt>»-efe^ 0 ^fc, ^mis, ret 

fch<DXh& a 

, *^PJ§«:, ^MMRET ^r|§JiU-CV^^fla^-^tp^#:(C^i-L.-C RET *c 

t?fc5 0 *3sw^*3v^t, -hta^B^, ^m*E\Hftmmmm. iiam, #fgt£i*i^ 

- t&X£Z> 0 

^mn, ^m!£frftwmm& ham, #^t£ft5HM«iEiiBM, 

«fS^, KttftHfiii^ t;^>a^^yyi, life 

RET ^la^^Sf^^ffiSr'S'tf t>^T?*>5o 

£ bfc, RET %^mbTV>^HBJ|S^-^f>^^^*f bT^#i-^fc8e><^> 
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RET *1 — if %^MMf$ ! $)<Dm:^(Dfzl&<D RET ifffl. 2 ^ 

vkftftmmmm ham, #^tt^^it^3EiiBgu, ^^tt^^HMi^-is, ¥^ 

10 4>&< i: ^ — ocD^S^^Sf&ie^JcDfctf)© RET ^"i — if Pl^^ff^-a tP t> <£> 

§ £>Kl, tIM RET ^^UTV^lBflS^tf^f^-^LT^I-^fc^^ 
RET =3r^-— if |3§.#^S^-a^-f-S|S^m^^^fc^(D RET ^r^— if Pfi##>Sf £r t> 



15 -g-t?t>©t?fc5o ^pji-*5VNT, ±ia^nm^«x ^mkftftmmmm. ha 



mmisfozm., &frte^tib<D &^ir & ret =3^7-— ifPl^W«t£ 

— $&5£ (I) T^$nS^^#>fi, JbfBO^jo r> -Cfe5^\ ^?^L<«4- (3 
25 — ^nn-4— (y-^ p7°p t>7 5 7 T^jy^J^r^ —7 — 

-YyK-/W-3-^yf>7f^) -2, 4-^7^- lH-t°n-;V-3- 



20 
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X/Utfef-Zs}) y# Ti/-y K (2-^if;V7Uif/V) TSK (SU11248), 
N- {2-^nn-4 - [(6, 7-*J* tf-^V] 7x = 

/V } _ N > _ (5-^f;k-3-^y:3rt)/y^) r> (KRN951) 

4- [(4 - 2 ^/W ^ K— /W— 5 --i)V) ^-^^] -6-^ 
V--7- [3- (t°nyv?^-l r/V) ^n^dfv-] ^-^j/y^ (AZD2171) 

<5 o 

*3§K© RET =3r^- if pj.$^Jco^Ti-§ RET 3r«J— if|3&#?§ ffifi, Huizii© £ 5 K 

RET 3r«J— i?M#J fl£5£ (I) T^^ttS 

SU11248, KRN951 *3 «t AZD2171 ft £ «M» bl^ $ *L < £ & 

£ bt^UPKl,- ^^Cd) t?*^tbS'f^#J N SU11248 % KRN951 £5 «£ TJ? AZD2 1 7 1 

^£tL6it, ^fcfe^nthcomMnm^J: 5, RET ^-i— if ©pl^^fe^-^^^ 

*^Kf4, #fflflS«t»© RET ©fl©fi^Ml^ IT, jft^^JSW^RET^^ 

^^ffl.iF*Rfc^LTi*lRSte^fcSd^d^^fflt-5^jsfeS:ai^-t-So RET * 
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\vm<d mmfr bt£%mfrhmu&nz> h-o©» s# -e h z> „ 



(1) IfflSS^^ RET O^M^^T^S'J^I^XfM 

15 ret (D^m&mMfe, m^co^m^xvm^ir^- t^x^ ^ 0 



(2) If^ RET *^—^mW^Kl^MVXm^^&XhZ>fr : gfa$:^ffl\-f~& 
XfM 

*X®-e», 0^U<^ (1) l?$J^UfcM^<Z> RET <D^M^#$S^b1S t 
20 IT> E^"^ ret *r~r— if|3E*^W^MbT«^gttl?fe5^^^^^aiJ-r?) - 

^PJ(DSiJ©Sil^ IT, (1) ©yliJ^^:^m^t-fflV^-C, RET If IS « 

25 ^ICi-^i- 5 AMIS <DJ®St£ & #*T"t" § =Sr 5 £ h & X # £ o f ft fc> ~h > ( 1 ) 

^j/t^n^s tM/^miuet ^mL-cv^ £ § fii, igfj^fflflftte, 

RET ^|g^bT^ftl^BJ3£^.fcb^T RET if PEW^Jt Kl^fi - * fl5 V^^<|4£r 

^i- 1 f m-r % r ^ ^ t? # s o 
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*7t, &36m<DWl<DtR&k UT. (1) (D^lJS^^tg^dfflVNT, RET s 3 r^~^- 

^tf5 0 (1) ©H'J^Mt:^£>, ret ^muri^s t 

£fc, ^^BJ^giJcDtgil^ LT, (1) (DmiM^^z^mm^m^^X^ RET 

IB© j; 5 ret *~r— ^umm^n-tzm^L^ft^t 1 ^. ^<o^mw^\^^ 

v^t, 3f5fe©nej}&^#tpS#Sr^i-sr ttfx^&o m?tt£, 

ret &$&mi^x\,^M8&&*&& ?>v~ y°t, H^aLTV^^v^|fflJ3a^^•^f^/l/— "7° 

tt^it5r^^t^?, 0 RET 3^ — if mW^M^M It 

15 i^^fe^r^i-^/v— 7^ ^tL)^<Z>7Vv-:/£: VIST'S r i^Xt 3 Q 

^^m^^-r^B^^mn-r^^ t^-ttf, ret *~r— ■^um^u^w^M 

t?£& &%-&mtR-$- 5 Jffe &hlf&^bftX%Z> 0 IIS RET ^MtTl > 3 IB 
JSIrftSSfft RET — if]S^Jf©S^*ti^ 

*3V>T, (1) Ill RET OTITIC RET 

25 ^Bj^te, S^cd RET ^^-ifpji^^lW^>?)-T-Si®Stt(D^Sr^?IiJ 

i-Sfcae>lei > Stfc&^SJfe©*!!^® RET ©^©ttSriJSt^^^fti 

5 0 ^?Mij^77#x«> -tie (i) \<i*k>i- 1 & y x h % 0 

RET (7)I^<^M£r$iJ^T-3 -it-J:^ RET ffPl^fCi-xt-T 

51 



WO 2007/136103 PCT/JP2007/060560 

#X@fc#3l>T, RET if |5§.##/ff N Mxll<£> t & 5 § ^> b < 

ret *i-~^mmmw%B%-^ j ?-^-%m\z., 

3 0 -^bT, RET 3^ — i?lMF4&W©*^S tJ SB#T?# 5JS#Sr»^b 

io -efc& 0 

fB^^^^-tf^OT'fc^c *55K©tft3SEJi^y H-J: 9 , RET 3r*J— £(B 

15 ^©^^b-C^lS^tfe^feS^d^^SS-rS it^T't5 0 

£fc. ?|c|S^fi, Jiffi^aiOD^ftoSlRtftalEffl^y Steffi fc^tfo 



20 

C^JfeM 1 ] RET ^ *£IMF4&SC<E> RET if |l.$f£'!±<D$lJ>£ 

Wfe?fo%.<n RET ^|afFSfttr± N ProQinaseft: (Freiburg, K^f ^ GmbH) 
— (Dgfg^^^ bT^M^tlfc. RET • -t?|fi£F?£ttWU TIB© 

25 1. REKDm^teklP^M 

RET f± N Baculovirus Expression System (Djj^ikiZ. X Y) N SAIfflJS (Spondoptea 
frugiperda 9 (Sf 9) ) t f U a^tf^ h GST Rfc^ * * ft t X^Xm^L^^ 

It (E*T\ Tret yni/iftyh^y/^fj tWtZ>Wr&&&%) 0 mm^^f^ 
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RET !J nyt'fy h^y^^f ft, GSH-agarose ( ~* *± M ) ^ « 

Ni-NTH-agarose (^T^f^^tM) ^ffli^c7 7^^T^-^P? F^77^-(C 
£>9*ifiU7c 0 ^ ^^^K©^6S*5 J:tJ«^I^«, SDS-PAGE|g|fefeft ^tRd RET i<: 



2. RET=¥^— if^^^i-^H-WfgttoSiJ^ 

If, ^ h ^V" V T fcT v 5 ^ ^ — h $ tlft 96 FlashPlate (Perkin 

Elmer/NEM *±®Q <7># !7 a/W^ jCTBOS^ 20 M L, ATP BW. (H 2 0 5^L, 
tiiS 5 L (10% v 5 ^ ^/V^/V^drv- KtK^) , RET y^^lf^yh^ 

V/n°^|C50 ng ^r-a-tf^m 10 /zL £ tf^^V-fb^fift Poly (Glu, Tyr) 4:1 125 ng 
Sr-at?^ 10 //L »^^«§r)ill^q^Lfc 0 £ 0^-7- — if 50 /zLluft, 
60 mM HEPES-NaOH (pH7.5) v 3 mM MgCl 2s 3 mM MnCl 2> 3 ul M Na-orthovanadate, 
1.2 raM DTT, 50 n g/ral PEG 2oo0O ^ 1 ju M [ y - 33 P]-ATP ifrSii fhX V^7c Q 



l^WM), 6 — [2— *?-/V$] JV) 7 ^ ~ )V )V7 r ~ )V\ — 3— E — 

[2- v 5 ^- 2 ^^—/P] y^^ - (J^T> TAG013736J 

SU11248, KRN951 Ifcfi AZD2171 ^fflV^Tcio 

^y^rvO — 7 h*^- g v Ffe, Hi^HBHo 2/ 

3 2 8 7 2f/<y7Vyb (W002/32872) jo J; TJ*HI^^I!fl|g 2 0 0 5 / 0 6 3 7 

i 3f^yyyy h (W02005/063713) <DfegU££<^T$^ bfc D 



I 7c , AG013736 % 



HI 4£ m 



0 1/00 2 3 6 9 >- 37 $/ h 



(W001/002369) CDfBft^^-^V^TMat b/^o SU11248 te, ©gg&BS^O 

1/0 6 0 8 1 4^y7V^ h (W001/060814) ^ffiSfcX-^TMit L7c 0 I 
7c, KRN951 fi N Hl^lffiflO 2/0 8 8 1 1 0^771/^ h (W002/088110) 
OfeftfcK^V^fMit b7c 0 AZD2171 ffliB£Hlg0 0/4 7 2 1 2f^y7 

UyV (W00O/47212) (DfBgcf-X'^TMiig b7c„ 
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m^, 3o°c^? so ^a^— -> 3 2% w/v) h 3 po 4 

96 r>rd/V7° h <Z) # ^ /l- £ N 0. 9% (w/v) (Z) NaCl 200 /x 1 |H «fc t> 2 

5 33 Pi OJS <9 iA^*«, b±^M*S^tLfc^ft^'l4^ microplate 

scintillation counter (Microbeta, Wallac M) l£ £ t> ffi^i"^ ~ ^ -ef¥ttbfc 0 
^fFfis BeckmanCoulter/Sagian robotic system j; <9 Tto 
RET ^r^— i?i£<|4£r 50 © fc^&|»M^*Ift (IC 50 ) It, #$ft 

ft (10 /zM 0. 0003 mM ^T? 10 is Y) (C*3ttS 33 P tt^tf^tt^fflV^T, 

10 Prism 3. 03 (Windows, Graphpad, San Diego, California, USA) SrfflV>T|£tii 

^©RU RET y n ^tT^-i^ h * y/^flrttfSl Poly(Glu, Tyr) 4:1 <D^£: 
AtLfc#^(7)fiSr 0 b> &tfc$ffC&A*tfcV^ RET JJ 3^^^ W« 

^SC^ff Poly(Glu, Tyr) 4:1 ^rAttfc^^cDM^ 100 bfc c 

frfag'i-zfr&Mmis* ^(Ditm (%) »c«t u ret tfjgtt*- 50 %m.w-fz>(D 
K^mmk^mm^mm dc 60 ) srjjLiuufco 

20 /7i;^f-» - 7 — h 6 -=3r/ y K«\ RET — g 

M^tt^^l^ - £ (IC 50 = 35 nM) i^&^tfeofc, *fc, SU11248, KRN951, 
AZD2171 J3 % RET — if H.#^tt^^"i~6 £ £ (^tl^tl IC 50 = 64, 92, 75 nM) 
&mbfrfcte^1t a AG013736 IC 50 = 5600 nMT?*>ofc„ #fcfctfe4fe9t 
(D RET -gfiMMSttKir^ SftOHAS&Sr. ^36SKb^fc5&o^: 0 

25 

cnjfe^i 2 ] t b w^mmmmmmm cm it** its y k^mm^ret y ^awt; 

RET if R&W^SfoSb* 

i. «ttm^(7)fSM 
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(TT N ATCCj;t9lfA) 15 % FBS £r£tf RPMI1640 
(Sigma *fc«fc 9 If A) ^«bfc D TT fi£ N gf RET COT 5 / M^jo^T , 

=i K>-634 h y r/b^r^fclEMLfc RET gr|§§l LTV^IffllS^feS 

(Biochemical and Biophysical Research Communications, 207, 1022-1028, 
5 1995. ) 0 ^<Dim&MM& (4X10 6 4B/mL) 2 mL/well £r#fflfl&t##;B 6 ^/K^ V— h 
(FALCON |±£ «JJ»A) ^#n?U 5%C0 2 ^>-^^^<— ^ — 4 1 (37 °C) T?— Bjfc*&*Ufc 0 
# 9 ^/Vd* & ±tti&& 9 ^ l. 8 mL (D 15 % FBS Sr^TtP RPMI1640 i#ife^iP 

10 U >-^/V/^=3r^3: K(y 9 V^/V^ VHI^) (15 % FBS ^^-|>RPMI1640 jgifi 

^0.2 mL^0x.-C, 5 % C0 2 ^ ^Sf^^— ^ — ^ (37 °C) 1 B#f^j#^ bfc 0 

# r> jifflr srffit 9 % # # x/p§- pbs 400 n l -c?$frt u ^^^i^tmnm 

(50 mM Hepes (pH7. 4), 150 mM NaCl, 10 % (v/v) ? V i? P — /K 1 % Triton X-100, 
1.5 mM MgCl 2 , 1 mM EDTA (pH 8.0), 100 mM NaF, 1 mM PMSF, 10 p. g/mL Aprotinin, 
15 50 /xg/mL Leupeptin, 1 /z g/mL Pepstatin A, 1 mM Na 3 V0 4 ) 100 /z L j)UZLfc 0 " 
©jSStt^-g-tPjWiaSr^^ W^^-"T*llIiRL, 4°C. 15 ^\ 15,000 rpmttiaL, _fc 
flt M SDS buffer &%a%.1t&\Z 94 °C, 5 ##yg3r?T& 5-tt\ * W&mg-lk 
^tL^fBMftft^t LT 20 J ag/10^L (cMMb7c 0 

20 2. iMti^it>'[>x^^yyo^T^y^ 

ffjfBlffll^ttttj^ 20 ju g/10 ai L £r 4-20 % gradient polyacrylamide gel (H— ft^^ 
n m^!fci <91SA) T?«^C^C«lSrff'Qjofc 0 $cl&#, fif$5fcH:fl£V\ PVDFBH (Amersham 
Pharmacia biotech 9 It A) £ h 7 7 T — bfc D ^LT> h7^7r-l 
fc^ J/^Vy fcoV^T, — LTffiRET j^ffr (anti-RET, Cell Signaling |± <fc 

25 ^ItAK £tl !J yWiifc RET irCffc (anti-phospho RET (Tyr 905), Cell Signaling %h J: 
t>88Ah #C Erkl/2 tru#: (anti-Erkl/2, Cell Signaling 9 If A) ^fc^^U^ 
SMb Erkl/2 fei^ (anti-phospho-Erkl/2, Cell Signaling ?±j; 9 If A) 
•t/Cffc <k LT horse radish peroxidase HSfjfs^ !7 "9" IgG feif^ (anti-rabbit IgG, 
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HRP-linked Antibody (Cell Signaling *± «fc V) gf X) ) A/^Py 
tT^ofc 0 Super Signal (PIERCE *± <fc K> If A) £ii:fc 0 

w^^^WM\^x\^\^mM^m^Mx.t^ ^.^(Dm.^t^ 100 %cd ret ib 

!JyWttJ:U, VcDRET IBU V^HW&tt: (%) %$itbfc 0 W&?faW<D 

5 M&ifcl&I^^T, ^rfb^O^^*3it 5 RET i a P y^ftffitt (%) 

$c^f€<D ret g a y v^b^tt^ 5o%^ir%<Dte>&^mfc^K<Dmm (ic 50 ) 

10 RET (D V V^fl^l&^bTc (IC 50 = 27 nM) (EIl)o 4 - (3-^ HP- 4 

-^ey yy^;^>t^ Rfi, ret ©TM^w-oi?$) 9 Ifflflftti^tv'^/Mc 

M5Si-§Erkl/2(D y V^jb^^LTtiRET^^— if <hlKl^cD|ti^"e|E*-f-6 w 

^?>^i:<cofc (HIDo 

15 

[»j3] t f ¥tw«Hfi« (tt) (D«ii5S^-r?) RETdf-^— Mmmm 

^ Y^^BMUWrnM^ (TT, ATCCj;59lfA) 15 % FBS Sr^tf RPMI1640 
(Sigma %t£ <9lfA) ^Hl@Lfc 0 ^(D^BM?®^ (3 X 10 4 jH/mL) 0. 1 mL/well £rilE 
20 fl&fcg^ffl 96 ^/K7°l/— b (NUNC|±j; 9B8A) ^AP^L, 5 % C0 2 -f V^^^<— ^ — ^ 
(37 °C) -C— fifeiS* bfc 0 # *7 =c/We: 15 % FBS Sr-g-tf RPMI1640 igiffi-C^r3K 

Lfc|£^#»|C4- (3-^pp-4- (^/^ n 7°n t>7 ^ / ^^^^/l/) T ^ 
J ~7 *ri/)- 7 h^r^y- 6 -=3f7 y ^/V#^ff*5 K ^ 
1^)0.1 mL StJSJP^T, JEfcl 5 % C0 2 -f V=¥^--<— ^ — (37 °C) "C 10 0(SftLfc, 
25 J#|£^ # <7^/M£ Cell Counting Kit-1 (DO JIND0 *± £ K) M A) £r 10 nhMx., 5% 
C0 2 -T V^^— ^ — if (37 °C) ^feiL 8B3©fijl«r 415 nm, >ttitft^ 660 nm 
£ LT N ^^KDMjt^ 0 ^— h y— MTP-500 (nntiOT) £rffl^-C$ffl 
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(IC 50 ) Sr^ffibfco 

y^/^vO -7-^ !)y*y^>f 5 Kit t b f till 

5 W&Wti&fa (TT) ©flt^Ut IC 50 = 78 nM ©la^tt^^ 3 ^ £ a* 91 

CHWJ4] t bWJM«S*P3J« (TT) ^T^IS^T/K'fcttS RET ^-t"^- 

if PI § % R © ^JS^^H! 

io t y-^^mmm^mmw cn\ atcc .t^itA) ^37 °ct, 5 % ^si^-f ^ 

^^^^^^pfcgj-^VN-^ RPMI1640 (15 % FBS "a ) -T?^] 80 %=i>7Jl>U^ h 

yiiift-iiL, ixio 8 ceiis/mL siw&isi^ u 7c Q ^tt, n intern 

0. lmL-fo;*- (^t^Xy/^tfciUIUtA) f«J^T^ 

15 ^^LfCo 

l&Wik, M&W-fo&ffa 100-200 mmMcftofcB#,&7>b, ttfel4- (3—^ 
nn-4- n^trr f/V7 3: / p&A'/J^ /V) T^/7x/^-^) — 7— 

=3f — 6 — y ^^/V-tf^lr-S: F(y ^ >^/P^>-^^.) & 10 mg/kg. 30 mg/kg 
^7t« lOOmg/kg, 1 B 1 Hk 4®^©^^-^^— /H?^PS^b7c 0 MMWik^ 
20 £U ? $M ; Sr-7*v ? -^$' ^ ^r^T y (Mitsutoyo) -efiJ^U N J^TOxtTil-ftf^&r 

mmW-m (TV) =mMW& (mm) Xl« 2 (mm 2 ) /2 

^<Dffi^z, 4- (3-^PP-4- (v/^nyp T3. 

25 mwmmw (tt) ^T^te^VM^v^-c, ffi*^^^^®^^:^^^- 1& 

mhfrb frofc (12). 

[»J5] t h¥MMTS^Iffl«fc (TT) &T^*^"7 ? /WJl*3tt5 RET ©y ^ 
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mikfcM~t% ret *-r— ^n.^^®o^j^ 

t h lf^J|lMtt0M$c (TT N ATCC cfc "9 ISA) £r 37 °CT\ 5 % W^-O 
^^^<— ^ — rt^*5V>T RPMI1640 (15 % FBS T?^ 80 h b 

5 y^lttT'llL, 1X10 8 cells/mL MfflW Ufco ^U, tt^ftfc^IB 

JMiM^ 0. lmL-fo^— K^"?* (9^ — /vX'J Dig A) MiJSTH 

T&W<k, mMW-^^Wi 100-200 mmM^&ofclMH&^T. ftfef 4- (3 
— (S^ n tWT 5: / ^/V/j^/V) T^Szr^/^-s) -7 — 

10 7< b^rv'-6-^y yy^/^^rt^ ^ ^^^^^^^)10mg/kg,30 mg/kg 

£fciS100 mg/kg £Sni£^-bfc 0 2, 8 N 12 * fc« 24 B^^JM^M 

tfcSU »{±JU7cK^— HT^MSW^ (50mMHepes (pH7.4), 150 mM NaCl, 10% (v/v) 
^!)tP-/K 1 % Triton X-100, 1. 5 raM MgCl 2 , 1 mM EDTA (pH 8.0), 100 mM NaF, 
1 mM PMSF, 10 11 g/mL Aprotinin, 50 /j. g/mL Leupeptin, 1 jli g/mL Pepstatin A, 1 mM 

15 Na 3 V0 4 ) 25 mM j3 -glycerophosphate, phosphatase inhibitor cocktail II (SIGMA)) 
^P^L-C^^^-rXLfCo 4°C. 15 £\ 15,000 rpmtT«L, ±?fH SDS buffer 

ttffit-R t tt 20 11 g/10 /z l {uiS Lfc D 2 £ ln^^feH «t 19 . ftrffiMtttti 

20 ^OgL 4- (3-^nn — 4— ( n fcf/VT ^ 7 %;Vt$=./V) T$ 

mwmm% (tt) ^t^k^x/w^^t, mmm^^m^bntc^m^mT^ 



25 rttb(D^^:^fe N ifmm<Dwi ^-y—^ummm^, ^aMRET^ismuT 
L-Ts ret — -ms^im, s-miftftmrnmrn. ham, 
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5 [#%0»J] 

RET ^r^- — irPB-W^lfS;^ — o-Cfe^ 4 — (3 — ^ n n — 4 

75/*/^-^) r^y^^y^v-) -7-n^^-6 
io (Eiia^cogjg) 

( 1 ) 1 m g ^ 

4- (3-ynn-4- ( v-^ a tVl^T 5: J % /Utf~/V) 7^77x7^ 
vO -7-7 f^fy'-6-^y !)^/^>t^ K ^ ^ >^/^^^^.CO^^b 
(C) (EAT, r^ii, (C)J ^tfSt^^feSo ?fc*5s3feS (C) «\ W02005/063713 
15 7 iCEt^^toTMLtt OtfcSo) 2 4 g ^H^gSC'Jr-f Sfe 

KnUAEROS IL (3£IM*f0 2 0 0, B^T^n^V^ 
5£^|±) 1 9 2 g ^ 2 0 L ^-/^ 5 ^t-tl^t, $ b^D-^V^ 71^ 

amm. M^itmjimw^^t) 1 2 3 e g , ^it/vn-^ msh 

^ Ttf -fe ;VPH 1 0 1 , 7 2 0 g N tKn^^PtWt 

20 7Vn-* (feM WHPC-L, 0 «ig*5£^*±) 7 2 g eDitl^ 

r ©)t^£fl^£SMI£ (6 0°c) ^^^^^^fflv^tieb, |g*fc 

Ac-Di-Sol, FMC International Inc. ) 1 20g, 7 -^r T T V JV^ h V V A 

25 (?#*R&L JRS Pharraa LP) 3 6 g 3r 2 0 L ^ 7 — 5: AftTJg-^, 

frftS^gteL, ltefcfc»9|iM#l 0 0 m g <£>g££ij£:#7c 0 £ *b fcl££lJ — ^ 

-f ^ ^tBT\ =3 — T 4 > ?W t LT 1 0 % Ky-f-<^n^ (0PADRY 03F42069 

YELLOW, p^7 3^Hc^tt) *5WK: a — 7" A ^ ? 1 $E 
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fefc t> #&ft* 10 5m g ©a — >-^te£#fc 0 
(2) lOmgl 

(c) 6 o g tfeMSSC-J^Bfe {^MWostMs ©bUaeros i l (a 

5 ftj&fflO 2 0 0, 0*Txn^;Vft^t) 1 9 2 g^2 OL^w^^f- 

$ &tD-w= ;v <&mm* mfo-ft^xm^^ii) 1200 

g, fe|t;VP-^ (®tT^J> jM^TtfirA-PH 1 0 1, )fl{^Xitt^l±) 
7 2 0 g, t Kp^^p t>ir;l/n- ^ (jfe-^jWs M^HPC-L, 0 *W 

10 A (C) Sr^-f-Sit^SrWfCo n ©afe*ft«9S:fllS:9£««l (6 0°C) 

y £A (^ig^J, fSpr^ Ac-Di-Sol, FMCInternational Inc.) 1 20g, 
7v/Vi^7TD/Vtf^A (?#^£jh JRSPharmaLP) 36glr20L^^ 

^ ^ nr — (OPADRY 03F42069 YELLOW, 0 ^ 7 ^ 7K^5 ^ffl 

20 (3) lOOmg^ 

fgJ!, (C) 3 1. 4 g ti7Xtf^^t (^VHbl^Jh^J, inUAEROS I 
L (mm^m) 2 0 0, B^T^n^/M^^ft:) 4g^lL^-^--;^rf- 

40. lg, tltSt Kn^r^^ntVVt^P-^ (fe^J, j^p B n ^L-HP 

25 C (LH-2 1), lfgft^lHtS;^?fc) lOg.t Kn^i/^ntV^n- 

X Og^k f&pMHP C-L, B^W^^tt) 3 g ttx.TM^Ufc 0 * 

te 7 x^^ /-/v^iii»0b^B% (C) £r^i-3^^£#fc 0 

fe^^i^JM (6 0°C) ^!7 — ^/I-^fflV^-CltL, Mfc£r#fco 

60 



WO 2007/136103 



PCT/JP2007/060560 



riDlttHi^ ^nx^/MP-^tM)^ (#H8£!k Ac-Di-Sol N 

FMC International Inc. ) lOg, 7^;«^^T I? h V V J* WtRffl* JRS 

Pharraa LP) 1 . 5 g tTlM"?^^ U 1 ^.~fofc Y) BUM. 4 0 0 m g <£> 



10 



15 



20 



25 



#3&91fc,fc ^ .RET ifpi^^K^'g-^-i-S.^ttP^i^WJMiiA^, 

St^fe. B&lBteJfc^<Z>JiBitf>fc:«><B RET ^-7-— if ia*«JW©ftffl*3 it5#rlBf&!» 
WMtVXD RET df^— iflflWI&WjtfUflfiSaxSo 

£!h S&fB?&*5W©§^<E>fc&© RET if iaW^fC<DftJB#5 ctt^tff 

flBt&SfSJ © 7c & <D RET iflW^K^iSP^tt^o 

£"b^, #38 I- J; ^^MRET Sr^S^U-CV^SjWiSSr^'tf^frt^UTtjS! 
^•fSfc RET ^ ^Pl^K^-^^-r S^HI&JfcfcU RET ^r^m 

fBlSmffl-^^tDMitOfcfe© RET — -epi^^KOffiffido iD«tfjfflg^lW^ 
(DfctfXD RET ^r^— if i3i.##J®^S^fL$^^ o 

^7c, #38 ^ ^ £ 19 , RET =3r^— if (5a^^j7)S##t^^2) o 

£M-> ^mW^XV, RET ^-7 — ifpi.^^®0^j^:§:^?IJ-f-^^&7)^#t$ 



fls -S O 

£9f3MfflfcE\ RET ifPJ.W%fC»$)|l:^ M 1 } 3 ^ RET ©^©iT^ 
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IS^IJ#-^- : 5~2 0 -^^A-? — 
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It 2£ <d |5 ffl 



1. ret *-r— •vmwyn'Rz^irZ)^ ^mkftftmmmm. ha m, 

tufS RET if|3J.^#)®^\ 
— $!5£ (I) 



#/V/F;~/I^ N S]-CONR 6 -t|^ 
e-io^D^I, BHi^fLT^t t> J: 5 ~ 1 ol^rnry^St 

5.) ; 




I o 



(I) 
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3-1 Ol^fi^f nfS;I^f!*t5 ; V al2 te, zkSfr^ SmSSr 
Y 1 (i N 5£ 



X, =hPi, 7^;i x fflfe£&^LTV>Tfe«fcV>C 1 _ e r/V3r/l'£ % 

S^K^^LTV^t J;V^ 2 _ 7 Tv/A^ IIIXSr^'LT^Tfe J; 
C 2 _ 7 7;W3^r^;^r:/HSfc|j[S-CONV dl V d2 (^^K V d 1 *5 «fc 
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S^SSr^T bTV^ & J^C 2 _ 7 T vv^X Jc fcteffl^X^r^ bTV> 

bTV^T't. =fc C 2_ 6 T/l/^^/VS, g^lK^bTV^TtxJ^Ca-eT/v^ 
l/^tt) iV>C 6 _ 10 7y — /1/3£ N g^XSr^ LTV^Tt J; ^ 5 ~ 1 Ol^fn 

2. R^^C^eT^^r/H (fcfcU. R 1 ft C a _ 6 T /^^r/Hlrf LT V^T % J: 

3. 




R 



a2 




4. R^M ^/V£^fd{4 2 h^^xf/HTfcS, If 1 f-fe*c(^^^ 
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i^^LTV^T^ J^3~l Ol^ffI-sTa^SI:f*t5 ; V a 



^7^X, S^S^^bTV^-r t> iV^C 3 _ 8 i/^ nT/V^/H, I^S?r^bT 



6. R 2 #H 



_ 6 X/l^/VK, C 3 . 8 V^p7WS, C 1 _ 6 T^^ d ri/S^fc(SC 3 _ 8 

7. R 2 M-CONHV a17 (^t^v V al7 tt, 7K^J^^-> C 1 . 6 7/^/Ht 

8. R 2 M-CONHV a18 (5£^ V al8 ^ N TklitJK^ ^^^^tcU^ Y 

9. Y 1 ^ 




(5£>K R 71 «, 7K*J^^^fc{-±/NCi7r^J®^^m*-r6 0 ) T^$^It 
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2. R 5 ^7^/1^, xf fc fi$/ ^ n ^ n ;H"C fc S , fit^^S 1 fcfE 

3 . RET ^c-j—Hm^yoWtf, 

N — (4- (6-V-T/-7- (2 — * h^ci/^ h^^) — 4— ^/y^) 
^-^f- v-— 2 — 7 ^^/V) — N' — (4-7/l^^P7xr:;l/) !7 l^T, 

N- (2-^ tan — 4- ((6-v-Ty-7- (( 1 4 - fcT^y v> 

/V) h^rvO -4— df-yU/V) ^-=3f--» y^^-;v) -N' -v-^P7nt> 

!7 

N- (4- ((6-^77-7- (((2R) -3- (^^.^-jVT ^ /) -2 

N — (4- ((6— i7T7-7- (((2R) — 2 — t: Kn^'>-3- (l- 
— (4 — r^/V^-n 7^^/^) l>l^T, 

4 - (3-^nt3 — 4— (^/^ n 7'p t c ;V7 ^ 7 *;W#x;l/) 

^>-) -7- (2 b^v/^ b^rvO -6-^;yy*;v*>t5 K 

N 6 — p7p 4 — (3— ^nn-4 - (((S^ p/p tWT ^ 7) 

^7/V^-/V) T^7) 17^7 ^vO - 7 h^-y- 6 -=3r7 y ^TJ/l/^^f- 

N6- (2-^ fdf-yxf/l/) -4- (3-^na — 4- (((^^P^Pf 
;I/7 5 7) 77/I^~/V) T5 7) ^^/^ri/) - 7 - ^ f> * is- 6 - 7 y V 
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N6- ( 2 — 7 jV$-vl^^-/V) -4- (3— ^an — 4— ((0>y~ p t° 

N6-^ h^ci/— 4— (3-^pp-4- (((^^ n/n t°/W7 5 / ) # /V- 
N6-^f/P-4- (3-^pp-4- ( ( ( p 7° p fcWT 5; 7 ) #/l/7j? 
N6-xf^-4- (3— ^pp — 4— (((^B7°ntVl/7^/) 

4— (3— 7/P^-p — 4- (^nyntVV7^^/^/V) 7^77x 
7^v0 -7- ( 2 -7 h drv^^ h -» y yi;;^>f > K, 

4 - (3-^PP-4- (^/^n7nt>7^/*/l/*'^) 7^/7i/ 
^*>0 -7- (2-t Kn^v/if^y) - 6 - ^ 7 V y^/l^tf^y- % H\ 

4 - (3-^pp-4- (i/7n7°ot>7^y*^^;v) 7^77x7 
-7- ((2S) -2, 3-v?t Kn^->7nt» ^-^i/-6-^-y 

4 — (3-^pp-4- (yf;V7^/i7;l/^^) 7^7i;^7) — 
7 — ^ ^^-6-^/ V y % ;V tf? ^ -f- * ^ 

4 - (3-^PP-4- ^ / 7^7x7^^) - 

N6-^h^->-4- (3-^PP-4- (((xf;P7^y) = 

4— (3-^pp-4 — ('7^n7Pt>7^7^;^^) T^/y^s 
^r^) -7- ( 2 — ^ h dp v-oi }-> -6-dr7 !)>*;l/#>t5 p\ 

4— (4- ((^7n7°PtV!/7 5 7) ^/V/f^/P) 7^7x/^V) - 
7- (2-^ F^i/xh^^) - 6 -^r/ y ^^7/1/^^-^5; 

N— ( 2 -^/l^P — 4 — ((6 — ^/W^^/V — 7 — ^ h ^riy— 4 — ^7 
y/V) ^-^r-» jV) -N' -V7n/nt>7y7, 
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N6- (2-t Kn^rv'xfyi/) -4- (3-^po-4- (((v^n^n 
tVVT^y) T^y) 7x/^^) - 7 -y hdrV- 6 -=^y JJ 

4— (3-^pp-4- (c i s -2-7;V^o-v'^n7nl:>7^ / * 
N6-^f/V-4- (3-^nn-4 - (((7^ n7n t°;P7 5 / ) 

t 5 y ) 7x/ar7) - 7 _ ( 2 - y h ^ h ^ $/) - 

N6-^f/V-4- (3 -y n n- 4 - (((xf;vr> /) cn/i^) T 

4- — 4- (^7 n7n tVPT $ / 7^77i; 

^v-) -7 - (2- (4-^y;) -6-^;yy^>f 

4- (3-^pp-4- (2 — 7/l/*Pxf^7 5 y^/Val? 7^/7 
x7^r^) - 7 -y h^riX— 6-^7!) ^rih 5; K> 

N6 — ((2R) 7h7t KP-2-77-;Vyf/V) —4- (3— ynn 

-4- (((^ w^;) /i/) T^y) 7x/^y) - 7 -y 

- 6 -=^y y loa/i^^f-* k > 

4- ( 3 — yjV^rxi - 4 - (if;V7?;*;H^/V) 75/7x/^-7) 

- 7 - y h^v^- 6 — 3ry y >- # xj? ^ -y- 5 ^ 

4- (3-^pp-4- (((v-y n fcWT 5 y ) %jVi$~7V) 75/) 
7^/^f7) - 7- ((2R) -2-t Kn^r7-3- (l-fny^y) ^ 

N6-^f/V-4- (3-7PD-4- (((/ 7* 
5y) T^^y^v/) - 7- ((2R) - 3-7xf;V757-2-t Kn^7 
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N6-^f/V-4- (3-^PB-4- {{{z^-r/ujr ^ y) w^m-SU) 7 
%J) y^/^r-y) -7- ((2R) - 3 - *?zr. =$-A>7 % J - 2 - fc K n ^ 

N6-^f;V-4- (3-^PP-4- #/V/J?~/lO T 

^y) ^^y^ri/) - 7- ((2R) 3- (l-t°nys> 

y) ^n/K^iX) - 6 -=^y V fyfr/VaJ?^-^* K> 

N6-^f;l^-4- (3-^nn-4- (((^^JU7 ^ s) #/l^~/iy) r 
^y) X^y^^) - 7- ((2R) -2-t Kn^y-3- (i-^pi)i? 
y) 7°n*>y) - 6 -^ry V y^i;V^^^- % K, 

N 6 — y *f-;V— 4 — (3-ynn-4- (((^W^/) 7 

^y) :7^y^» - 7- ((i-y^-4-t°^yy;v) ^^v) - 6 

N6-^;l/-4- (3-ynn-4- (((1^757) 7- 

5y) 7xy^>/) - 7- (( 1 -y ^/v- 4 - y i^/v) -6 
-^ry y ^^/VTj^^ih^ h\ 

N- (4- (6-v-Ty-7 - (2-^ b^yxh^y) _4_^ yy/1/) 
N- (4- (6-iXXy-7- (3- (4-^E/I^yy) ^n^ 0 ^^) -4 

-^yy/iy> ^ v^^~/iy) -n' - (3- (y^/^/^^/iy) ^^-/i^) 

4- (4- ((^^n7ntVV7?;) y^y^y^^) - 

7 -y h ^r-y— 6 — ^y y y^jjU^^-^^ K, 

4 ~ (3—7^^-12-4- ((2 -7 ;V-3rxiaL^-jV7 ^ / ) 7 

^/yxy^rv') - 7- y b^y- 6 -^y y yti;vi^^^-% k, 

N6 - ( 2 h ^v-oz^/^) - 4- (3-ynn-4 - ( ( (y ^;W7 ^ y ) 

4- (4- ( 3 V-y K) - 3-7;^n-7xyde7) -7-y 
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% K 

N- (4- (6- (2-i/7/^f/V) #,w^-f^- 7 -y b dp^- 4 - 

14. RET =3r^— if pi^i^jf 

4- (3-^pp-4- (^^7°ntVV7^;i;;^/V) T^/^y 
^vO - 7 -y h=3rv-- 6 -dfy y i/^A^^-?-^ ^\ 

4- (3-ynn — 4- 7^7x/^^) - 

7 — y h dr->-- 6-^7 y l/ZryUTS^-y- ^ K> 

N6-y hdf-v--4- (3-^nn-4- ( ( ( ^ n ^° d tVl^T 5 / ) # /V 

7^-/v) r $ y ) r^y^-^) — 7— y h v-- 6 -=3ry y i/^/i^^f-^ h\ 

4- — 4- (^f/V7^*;^^) 7^7x/^-^) - 

7 — y h ^ri/- 6-dr/!) ^y^/Jf^l^ K 
is £X£ 

N6-yh^ri/-4- ( 3 -y n n - 4 - ( ( (^^/l^T ^ y ) 
T5;y) 7x7 ^y) — 7 — y h^y- >" ^7 /jf ^- 5; K 

15. RET ^--r—^m.mmV.&s 4- (3-^nn-4- (V^n/nkVPT^ 
y^A-^/V) 7^77x7^rv/) - 7 - y h ^ ^> - 6 _ ^ y y * 

16. RET 3r^-i£plW^fC#s 4- ( 3 - ^ n o - 4 - (^^n^PtWT^ 

y ^7/^^-/k) 7^;;7x;^i/) - 7 -y h^^- 6 -=^y y >-#/i^^ 
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17. ret im^#f«&^rr&, &m±\H$rmmmm ha m, 

5 -e $> o x , 

Iff IB RET *c*r— if BR^fC^, 

5 - (5 -^/l^n — 2 -t^y- 1, 2-i?tKn^y K-;V- 3 — f y 
X^^^/V)— 2, 4 — ^/V- 1 H- t°n— ;V— 3 — ^/V^^rv^y 5/ ^ T 
S^y K (2-^xW^/xf;V) T 5: K, 
10 N— {2— ^nn — 4— [(6, 7 —i?* Y^^- 4-^r/!J/V) ^3^] 

-n' - (5-^^/1^—3 — i y df-^y y /i^) ^i^r 

4- [(4 — y/I^P - 2 —jrf ^vW y K— ;V— 5 — -f/V-) t^rV] — 6 — 
^h^rv--7- [3- (t°py^y-l-^;V) r/ntf^iX] ^^yyy 

1 9 . mmm ret & , is^j#-5§- : 2 * « 4 ^wem § ttfc r 5 y itsa^u tc*5 v^-r , 

20 = K^321, 533, 609, 611, 618, 620, 630, 631, 634, 691, 768, 790, 791, 

804, 806, 844, 883, 891 *5 «fc 918 <DT 5 / Wtfr h ?£ S bM^l £ jl5 '> 

2 0. RET te, RET atte^tf 5 H4 flHS^K Rlait^, ELE1 itfiH^, RFG5 
25 hTIF itfs^-, RFG7 iHS^, ELKS it^-^, kinectin ifrfS^, PCM-1 

tnmm&frifcmfc^lZ-X.oX^— K$^a* 0 y -<y°^- KT-feS, fif^i! 1 
8 ^ffi«O^^J 0 
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2 i. ret — ifpa^#i®^^'^-r6^^M(c^|-i-6^»iJ-efeoT, 

HufB RET -£|fi^4foS£#H 
— jft^S (I) 



[g£ (i) RMi, s:-v 1 -v a -v 8 (s*^ v 1 ^ g$feg5r^L.-cv> 

^^/jf^^l, ^;V7xf^;Vl, S-CONR 6 -ti$ 

tL^s. S;-so 2 NR 6 --ei$ti5i, si-NR^o^ti^s^ 

S-NR 6 CO-^S^^5StfcliS;-NR 6 -^S$tl^S^f*t5 (5£ 
*K R 6 f2, 7K^J^^F> gmS^bTl^Tfe J^C^T^^^^/hfig 

^C 2 _ 6 T;^^/H> g^K&^LTl^Tt J^C 2 ._ 6 T/V3r — gg| 
6 _ 10 Ty-^S, g$^£r^T UT^T^ £^ 5 ~ 1 OM^rn7I)-/HI 

R 2 n, y-T/S, ttl^f L"CV^Tt j;V^C 1 _ 6 r;^=■=3r>/S, 

CONV all V a12 (5£*K V al M3, yfcgSfHC^ gi»3r^ LTV^Tfc 
C^eT^/H, gt^SSr^UTV^^ £l>C 2 _ 6 7Vl^ — /V*. WM^^t 

nT^^r/vi, g^x^^ru-cv^T^ J^C 6 _ 10 T y — B&SSr^U 
3 — 1 Oi#ffI^fnia;l^f*t§ ; V al2 te, 7K^J©T-. g^SSr 




I o 



(I) 
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R 7 R 7 



-fnl, ili^f Ltv^fci^C!^//^/^ ff^ 

R 5 fi. TkPStJfC^ StS^f LTV^T^) J;v^c 1 _ 6 7/^dr/^i, m^S^^ 
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2 2. R^Ci^T/K/H (fcfdb, RMiC^eT/l^/l-S^UT^-tt 

/ - c x _ 6 t/w^/^t 5 y x ^ i t;^- c ! _ 6 r^^r^r ^ y ^. * s t 

2 3. R 



24. R 1 f f fi 2 - y h i/xf 5 ^ It 2 1 dfSfc^ 

2 5. R 2 ^v/7;Sfftii^-CONV aU V a12 (^^x v a 1 Mi, tK*^^^ 

0 T y — t^S^bTV^T'bJ:V^ 5 — 1 Ol^-TDT P — 

glfeK^L-tv^fc 3~ 1 0 I#f f t^r n S^I^rf *t 2> ; V a 
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2 6. R^^^/IffcS^-CONHV 315 (5£4^ V al6 te, 7K*M^> C 
^sT/^/Vi, C 3 _ 8 ^^n7/^/H, C 1 . 6 7/V3^S4t»C,. 8 



2 7. R 2 M-CONHV >17 (^tp. V al7 C£, 7kmm.^s C^T/V^^S 

2 8. R 2 ^S-CONHV a18 (5£4>s V al8 te, yfc^fJ^jK ^f/Htfctt^ 
2 9 . Y 1 ^^ 




h s > if 2 i ^te*c<7)?&-SE£iio 

3 0. R 3 *5 £XfR 4 fr7kmW^-?hZ>. 1*^2 1 ^fEfSc^V&i^Jo 

3 1. R 5 ^7KSiJjf>^> C!.^;^!, Cs.j^prwltfcttc,.! 

0 7y^/H (7c7c R 5 tes a n ^ y Jg^ js J; ^ y ^ ^/H^ & 



ii2 i izmm^mmM. 

32. R 5 ^Mf/H> ^ £ fc PT'n tf/vS^feSx fi^JS 2 1 C 
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33. ret if mwyoMtf, 

n- (4- (6-vr;-7- (2 -y -4-*S }} As) 

Jr*r->- 2 -ysv^rxi 7i-/V) -N' - (4-7;^tP7x=;V) !7^T, 

N- (2-^PP-4- ((6-V7/-7- ((1 -^^7V-4-t°^y v> 
)V) y h*r-» -A-^rJ^jV) Or^-y) 7 ^~;V) -N' -^^o7ot> 

N- (4- ((6-v-Ty-7- (((2R) -3- (^xf;V7>/) -2 

— fc Kn ^r^7°n t°;P) ^-^r-» - 4 - * y V >V) Or**/) 7 ^=-jV) -N' 

— (4 — 7/V$-x=l Z7^=-/V) tyUT^ 

N- (4- ((6-^77-7 - (((2R) -2-t ( 1 - 

fc°ny^y) 7nt°/v) -4-^!)/v) rf-^i/-) 7x^) -n' 

— (4 — $ru 7x f7u-T, 

4- (3-^pp-4- ('^pyPtVVT^jl/V^) 7^/7x7 

- 7 — y v^-iy— 6 — ^y y >-^7 7V^^^-^ p\ 

4- (3-^pp-4- (^7n7otVU7 5/ ^;l/*'x:^) T^y^^y 
=¥iy) -7— -6-^/!iyj;^>t> K, 

N 6 uy°xn \f;V~ 4 - (3-^pp-4 - (((v^ p7p \f/VT X y ) 

N6- (2-y h —4 — (3-^nn-4— (((^n7pt° 

/VT 5: /) ^7/l/7^xx/i/) T^y) 7x7^$/) - 7 - y h ^ v-- 6 — J ]} > 

N6- (2 — ^/l^n^^/V) —4 — (3-7pp-4- (((^nT'pf 
7) #/l/aJ?=/lO 7^7) 7x/ ^vO - 7 -y h^v-- 6 - ^ 7!)7 

N6-7 h^v^-4- (3-ynn-4— (((^7 p7p t>75 7) io ;V 

x ^ y ) y^y -7— y 6 y y ^A'aff^-tf* b\ 
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N 6 -7^/1^-4- ( 3 _^nn-4- ((( */9 n 7°n fcf/l'T 5; / ) 
~/l/) 757) 7x/^:/) -7-7 f=3ri/- 6 - =*r 7 U V^/l^^"^ 5 K, 

N6 _^^^_4_ (3— (((v/^nyntVP7 5/ ) 
-sis) 7 5 7) 7x7 ^V) -7-7 b^rv"- 6-^/!i > # /Vtf; 1?- 5 K> 
5 4 _ ( 3 _ 7/V ^- n _ 4 _ (i/^p7PWU*/Vt^/V) 7577x 

y^v-) -7- (2-n^^f^-» — 6 — y v*/v#df-iJ-^ k> 

4 - (3_^ nn -4- p 7°P t°;VT 5 7 XA'tf— /V) 75/7x7 

^o/) - y- (2-b Kn^7xh^7) -6-^f7!)^/^>f 5 

4 _ ( 3 _^ nt3 _4_ (v/^n7ntVV7;yiJ/Vl=^) 75/7x7 
10 - 7- ((2S) -2, Kn^V7P^) ^^v--6-=3f-7 

4— (3— 7nn-4- (7W5/^/^^) 75/7x/^-» - 
7-7 h =3ri7- 6 - ^7 y Z^iJ/^^-f- 5 K, 

4 — (3— ^an-4- (xf;v7 5 7^M^^) 75 7 7x7^^) - 
15 7-7 F^7-6-^r7 !J 7*;V*>f 5 

N6— 7 F^r7- 4— ( 3 — 7 n u — 4 — (((xf;^7 5 7) ^A^^/V) 
7 5 7) 7x7^f7) -7-7 F^ri/-6-^7 'J 7^/^^rt5 K> 

4 - ( 3 _^t2tz-4- (->7n7ntW7 5 7^;V^) 75 7 7x7 
df.^) -7- (2-^ h=¥:7^ h^i7) - 6 7 P V^/V^^r^ 5 K> 
20 4- (4 — ((/7n7nt>7 5 7) J};Vi$~;V) 75 77x7^^) - 

N— (2— 7/P^-n — 4— ((6 — #/W^^/V~ 7 -7 h^fv'-4-^7 
y/l/) ^~=3ri7) 7x^;H — N' -77 n7n t>!? ^7, 
N 6 - (2-tKP^7xf/V) -4- (3-7PP-4 - (((->7p7p 
25 tVk7 5 7) ^;V^^;V) 7 5 7) 7x7^-7) - 7-7 F^/- 6 -^7 !i 
^ # /V tf; ^ 1?- 5 h\ 

4 _ ( 3 _^ nn _4_ (i-7otVP7 5 7*^*^/V) 7 5 7 7x7 ^ 

7) - 7 -7 F^7- 6 -=3r7 !) ^#/V^Sr1>-5 h\ 
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4 - (3— (c i s - 2 — ~7 jVJru — is 9 & 7*P \£flsT 5 7 % 
7^7 7xy^-» - 7 -7 h^>- 6 -=¥7 U i/^/l^^i?" 5 H\ 
N6-^f^-4- (3— ^nn — 4 — (((^n^nt>7?/) #/Wtff 

~/i/) 7^y) 7x/^^) -7 - (2-7 h=3f v-^ h ^) - 

N6-^f/V-4- (3— 7nn-4- (((xf/V75 7) # /Waff —AO T 

57) 7*;*^) - 7 - ^ f^^- 6 - y y*^^t^ K 

4 - (3-^pp-4- (^^ P7°n t>7^ 7*/V*'^) 7^77x7 
^rV) -7- (2- (4 -^E- A- 2ft y 7) ^h^r^) -6-^;!)^/^t 

4- (3-^PP-4- (2-7/VtP^W^/*/^/V) 7 5 7 7 

7 ^rv-) -7-7 h^riS- 6 -^7 y ^#A-tff=¥l7- 5 K> 

N6- ((2R) rf7t KP-2-77=^^f^) -4- ( 3 - ^ n n 

-4- (((/f;V75 7) #A/*?=A0 7 5/ ) 7i7^) - 7-* Y*c^ 

- 6 - dr/ y ^A-^U^ h\ 

4- ( 3 - 7A^p - 4 — (xf;V7 5 7*/H'-;V) 7^77x7 3 fv') 

-7-* h^riy- 6-^7 ]) ^A-zj^lM F\ 

4- (3-^pp-4- (((^7n7ntVV7 5 7) ^A^—A-) 757) 

:7^7^vO -7- ((2R) -2-tKP^-3- (l-t'Py^) 7° 

N6-7f/V-4- (3— ^an-4— (((7 W5 7) ^J/^^^/V) 7 
57) 7x7^-7) - 7- ((2R) -3-^W5/-2-t Ko^^ 

N6-7f/V-4- (3-^PP-4- (((xf;l/7 5 7) #/l^— AO 7 
5 7) 7^7^:7) -7- ((2R) -3-^f;V757~2-t KP=3f7 
^n/K^v-) -6-dr7 y y7J/v*>f 5 

N6-7f/l^-4- (3-^pp-4- (((7f/V7 5 7) #A-/K— A-) 7 

57) 7^7^>0 - 7- ((2R) -2-tKn*V-3- (l-tTczy^ 
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7) fxi - 6 V J^/Vaff^iJ-* K, 

N6-^f/V-4- (3— 7nn — 4 — {((^J-/V7 5 7 ) #/V/£~/l7) x 
5 7) y^/^r-y) -7- ((2R) -2-kKP^V-3 - (l-fny^ 

N6-^f/l/-4- (3-^pp-4- (((^W^) ^7/V^-/ix) r 

^) ^^y^ix) -7- ((i ?vu- 4 - t°^y >w) n^^) -6 

N6-^f^-4- (3 — ^pp-4- (((if^r^y) #/i^-,i7) T 
5 7) y^J^^y) - 7- 7 h^vO -6 

N- (4- (6-^T/-7- (2 -7 h*Z/^ h^cis) -4-^/])/P) 
t^rv'-2-7/l'tP7x^) — N' -^7 n/n t°^7 W7 X 

N- (4- (6-777-7- (3- (4-^iJ;) /Pl^r^) -4 
t*i/7x=/U) -N' - (3- (^^VK*/V2fc~/V) 7x-^) 

!7 ur, 

4- (4- ((7^n7nf;V7^y) ^/Wtff^/lO 7^/7x7^7) - 
7—7 h^7-6-^y U 1/ id IV ai? df- f- 5 H\ 

4- ( 3 - 4 — ((2-7/VtPif^7^/) #/V^-/V) r 
5/7x7^7) - 7- 7 f^r^- 6-^/ y 5 K, 

N6- ( 2 -3i h *s ^'f- tV) -A— (3-7PP-4- (((7W^/) 
#/Utff T5 7) 7x/^7) -7-y b^r7- 6 - ^7 y y*;^>f 

4- (4- (3-if/^WK) -3-7/^n-7x7^r7) -7-7 
h ^7^r7 y ^— 6 df-7 y y 7 7 7y K (2-777xf;p) 7 
5 K 

N— (4- (6— (2-77 7xf/v) *;W^^f^- 7 — 7 h 3=-v- — 4 - 
^r/y^) ^-^^-2-7;U^-n7x-;W) — N' -77a7ntVn)^7 
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34. ret amw^UdK 

4- (3 — y n n- 4 - (^^ n7°n tVP7 5 7 T^yy^y 
^r % » - 7 — y f^y- 6 V ^ft/U^^f- ^ H\ 

4- (3-^pp-4- (if^7^;*;V/]f^^) r^yy^y^y) - 

7 -y b^y- 6 -^y y ^^/i/^^i^^ h\ 

N6-y h^iy-4- (3-ynn-4— (((v-y n fcVl^T 5 y ) ti ;V 

7$~/u) y) ^^y ^v-) - 7 -y h^y- 6 -^y y h\ 
4- (3— ynn-4- (y fyvj ^ y *i/vt$=-jv<) T^y^^y^^y) - 

7-y h^r-y-6-dry y ^/i^^r-y-?; K 



N6-^ (3-ynn-4- (((rc^^T^y) y^/V^^/v) 

T5;y) ^^y^y) - 7 — y h =^y— 6 - ^y y y^y^^-y- 5 p 

vrmtsnzm., intern tb<Dmm*nmx«foz>, m^M2 1 Kmmommm* 

35. ret *~r— if pjys^ll/^ 4 - (3 -y a 0-4- (yy n^n tVl/T 5 
y^/i/^/t/) 7^7x^-y - 7- y b^y-6-^y y 

36. RET *-T— if Pfi##Jff#^ 4- ( 3 - y n u - 4 - (V y n y P fcVVT ^ 

y#/vtf?~/^) 7^/7i;^^) - 7- y y y*y*> 

^5 K<^y y y^/v^y^i&-efo3, lf^3S2 1 ^fem©^^J 0 

3 7. RET ^^-ifffi*%«^^t"S¥^ili«{e:^-r'5^^J-CfcoT, 

tuts ret ic-r— nmw&K^. 

5- ( 5 — 7)V3rxi — 2 — 2j-3r y- 1 , Kn^y K-y-3-^f !) 

•7 s? yy^/v)-2, 4-^y ^/v- 1 H-t°o— /i-- 3 -^/i^/jf^-yy 5/y x 

v- y K ( 2 — 5; y ni^/^) t* ^ 



*5 «fctf 
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N- {2-^nn-4- [(6, 7 -i?y h 3r 4 - =*r / U IV) X^is] 
7^^.;V} -N' - (5-^^/V-3 — f y^y^v 



4- [ ( 4 - 7;Vt P - 2 - ^ f /W y F-^- 5 /V) tf-^V] — 6- 
5 ^|.^c/_7_ [ 3 _ (t'o y 1 — OV) ^° n ^ ->] ^V*!^ 

10 3 9 . '^^S RET #ME^J#-$5- : 2 ^ fc f± 4 ^|B^ $ ttfcT ^ J MIB^^^T, 
3 K^321, 533, 609, 611, 618, 620, 630, 631, 634, 691, 768, 790, 791, 
804, 806, 844, 883, 891 $5 i 918 (D T ^ / Bifrb & 3 ffifr ^MIK £ HZ> 'P 

ft< t -b—o&T^ ym^mcor ^ y Wt mum ztiftim i><D-e 

15 4 0. m^^. RET RET fcte^tf* H4 itfs^, RI a itfc-i^, ELE1 5t^^-, RFG5 
itfs^, hTIF it<5-^, RFG7 3t^, ELKS jfrfs^, kinectin jtfS^, PCM-1 
itfs^-*3 £X£ RFP < ^ — o<Z?}frfK^- 

8 KtiM(omW,M 0 

20 4 1. tIS RET ^mLTV^M^t?£{*K:^bTS^1-&;fc*^ RET 
3f if ir £ [£lti|frJ5£^ -C o T , 

itfjfBRET — i?PW#» If #N 



(I) 




O 



(I) 



25 



[5£ (I) R 1 tt, ^-V^V^V 3 (5^, VM3, gmS^bTl^ 
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^ N ^/1/>^^;H, ^/V7-r^yV£, 7;P*^;H, Si-CONR 6 -T*i^ 
tbSX, S-S0 2 NR 6 -1?t^tl5S, S-NR 6 S0 2 -ft^5l, 

v^c a _ a T/^^/u^ ©&g&^LTv^fc J^c^eT/i^— 

e-ioT'^-^l. S^SIrf LTV^tt) 5 ~ 1 Ol^fnTy-/Ht 
fcttlHS?r : ttTl , 'Tti ctl/ N 3-1 OMfSi^rnW^tftt 

So) -et$ii5S^f*t5 ; 

CONV all V a12 (s£cK v all te, 7K*ig^, ttS^LTV^Tfcj;v^ 
C^jr/V^/H, e&^&^LT^Tfc «fcV^ 2 _ 6 T/^ = /l^ 

^LTi^-c<b £v^c 2 _ 6 T/^-/i^ fctftJESr^TLTV^-cfc £i^c 3 _ 8 v-^ 

3-1 0M#ffiA7n^l^fftt5 ; V al2 « N Tk*^, ttl^ 

fcj;^C3_ g V^n7;V^;H > Itllrf LTV>T^ i^C 6 _ 10 7y 

t> J:VN3~ 1 Ol^f^rol^l, TktS, MlfiSr^ LTVNTfe £^ 
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w 1 "V 



C 2 _ 7 7^n^^;V#^;VStfc}i^-CONV dl V d2 (5£f, V * 1 $3 £ 

^TfcJ:V^C 6 _ 10 7!)w^i, fgmE^r^ LTrv^t^iV^ 5~ 1 OI^tp 
4 2. R x ^c 1 . 6 7/V^/H (fcfcb, R 1 teC^TA^V^&^UTV^ & 

j^3~ 1 oiMi^Tot^l, 7j<tl^ c 1 _ 6 7/V3^^i, r ^ / 
^ ^ y -c^sT/v^svt^ ;l^J;^-c 1 _ 6 7/vw-; 
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4 3. r 1 j&M ^/vS^fcte^ 



44. R^Mf/H4fc(42-^ h^^xf;VS-efc?i, If 4 1 ^fE*c<^ 

io g^«a^#» 0 

4 5. R 2 ^vr;itfciii-coNV all v a12 (s^. v al M±. 7KS?J^> 

- 6 7;^^;H, g^lS^r^ UTV^ & J^c 2 _ 6 X7i/3r~/vK, ffi^K^r 
15 0 TV — /i^*. g^S^r^TbTV^T^ iV^ 5 — 1 Ol^roT!) — /vS^fcte: 

20 V^tfeJ:V^C 6 _ 10 Ty-/H, gilK^:^ UT^T^ £V^5~1 OI^tp 

25 4 6. R 2 #^7/ltfcft^-CONHV a16 V a 1 6 fi N tK^HH^x C 
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4 7. R 2 ^-CONHV 117 (5£*K V al7 ^, 7K^E^> C^eT^W 
4 9 . Y x ^5£ 



50. R 3 *3 it^R 4 ^^®^^^?,, ft^4 1 ^fB«<DlSmmj5fe^ 0 

5 1. R^zkHtJjjH^ Ca-eT/^A-K, C 3 - s ^ 9 * 7 ^ ^f^S* fc C 6 _ a 

5 3. RET 3=-^— if Ri^^K^v 

N _ (4- (6-^77-7- (2 h^v-^ h^cis) / y/V) 

v-- 2 —Z7/V%-n 7^~SV) — N' - (4 — ^/V^-C3 r>WT, 
N _ ( 2 -*nn-4- ((6-V7/-7- ((1 -^^;V-4-t°^y ^ 
/V) * b^vO -4-^7U/v) ^-^rV) 7 :=.:=. /V) -N' -v/^n^Pt> 
? W7, 

N _ ( 4 _ ((6-iXTy-7- (((2R) -3 - (S?xW5;) -2 



R 
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— (4 —7 jv^ruy tyUTs 

N- (4- ((6-^77-7 - (((2R) -2-tKn^i/-3- (1- 
t°ny>V) ^nfcVl/) ^^v-) -4-^r/y;V) ^v-) 7^c^/V) -N' 

— (4 — ITVl^n :7^^/V) i?UT, 

^vO - 7 — y h^ciy- 6 — ^/ y ^%jUs$%-y~* K> 

4- (3-^on-4- n fcWX ^ / tf/Vaff^/U) 7^/7x/ 

-7- (2-^ b^v/xh^y-) - 6 —*rJ V >%Astf*?y-* K, 
N6-^^n7°nt>-4- (3-^nn-4 - (((^nynW? /) 

N6- (2-^ h^v^^/u) -4- (3-^na-4— (((^P7°nt° 

T^y) 7x/^y) - 7 — ^ h ^v-- 6 - / y V 

N6— (2-7;V^"Pxf-;i/) —4— (3— ^ n a — 4 — (((v'^o/nt 0 

/i-T^y) tj/^/K^/v) r^y) ^^y^v-) - 7 -y b *c*/- 6 y ^ 

N6-y h^i/-4- (3-^nn-4- ( ( ( */ ? n "7° n tVl^T 5: 7 ) 7J /V 

N 6-^5^- 4- (3-^pp-4- (((i/7n^Pt>7^/) 

N 6-3^^-4- (3-^pp-4- (((^^n7nt>7^7) 7J/1^^ 
— tV) 7^7) 7x7 ^r^) —7—* h*->- 6-^7!) ^7J/W#^i^5: H\ 
4- (3— 7 jVJrv — A— 7 P ^p t>7 5 7 *^#x;P) / 7 X 

/^v-) -7- (2 -y h^r^i h^ix) - 6 y i/Tj/v^^-^^ h\ 

4 - (3-7PP-4- (v^ P7°p tVPT ^ / i3jV#—>V) T^jy^J 

-7- (2-tFp^7if^v) - 6 -df-y y k> 
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4 - (3-^PP-4- (v/^n7°Bt>7 5y*;^^) 7U7i/ 
-7 - ((2S) -2, Kn^r^^ntVV) ^ ^ v- - 6 - ^ / 

4- ( 3 -y n n - 4 - (y f;V7 5 7 # /vtfwiT) 75/7x/^) - 
7 -y h 3cis— 6 - dry y >-^/P#dr-^5; K, 

4- (3-^pp-4- (^W^;^;^^) - 

N6-7 h^iX-4- (3-^nn-4- 

7^ydriy) - 7 — y h^v/- 6 -^y y ^^/V/J^>f-^ H\ 

4- (3-^pp-4- (iyy n^n m°/vt 3: y T3;y^aiy 

^v") -7- (2 -oi hdr->^ h^riX) - 6 - ^7 !) y*;Hj^>f $ f\ 
4- (4- ((v^y P7°n tT/WT 5 J ) ^/l^c^/lT) 75/7xy^y) - 

7- (2 — y h^yx hdr-» - 6 —^y y 5: K N 

N— (2— (( 6 — #/W^-f ;V — 7 - 7 b^fS*' — 4— y 
y/I^) ^-dfi/) ^/;c-/i^) — N ' -y^n/p t°;Vr) U7, 

N6- (2-t Kp^yif/U) _4_ ( 3 _^ nn _ 4 _ (((^>^ a: / n 

W?;) *;vto) r^y) 7x/^y) - 7 -y hdr^y- 6 -d^y y 

4- (3-7PP-4- ( 1 —yu If/UT 5 y ^/Vtf^yV) 7^7x/^ 
— 7 — y h dr^y- 6 -dry y ^^7/V/J?drf-5: k> 

4— (3-7PP-4- (c i s — 2 — ^/V^-a — iyy tiy°n \f ;VT ^ J % 
jU7$-/U) 7^/7i/^y) - 7 — y hdf >77/P73fdrf-^ K> 

N6-y^/V-4- (3-ynn-4- (((y7 p/p t>7^ 7) % 
— ^) T^y) 7 y dr^) -7 - (2-y h dr v^rc h d^) - 6-^;ijy 

N6-y^/V-4- (3-ynn-4- (((xf;V7>;;) #,1^-/17) 7 

5;y) 7x7^y) -7-^ b^y-6-^7y y^M^t^ k, 

4- (3-^pp-4- (y ^ p 7°a t°/V7 ^ 7 7577x7 
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^rJ/) - 7- (2- (4-^117) mf^vO - 6 — / !J 

4- (3-^pp-4- (2-7;ViPxW5;iJ/^/V) T^/7 7 

» - 7 -y b^-v- 6 -^y y >-#/v^i}-5: K, 

5 N6- ((2R) ff7tFn-2-77^Mf/V) -4- 

-4- (((^ r^y) ^^y^-» - 7-yh^rv- 

10 4- (3-^PP-4- (((V^B7°Pt>rU) 7?;) 

7x/^y) -7 - ((2R) -2-t ( 1 - fc° n y iTV ) "7° 

N6-^f/V-4- (3-^nn-4- (((^f^7 5 7) T 
7x7^7) - 7- ((2R) - 3- ^W^;-2-tFP^7 

N6-^f^-4- (3— yaa-4- (((xf ;l/7 5 7) T 
^y) 7x7^r^) -7- ((2R) - 3 - f/V7 ^ 7 - 2 - t K n ^ *y 

zfrHS^Z/) - 6 -^7 y ^^/p^^-y-^ H\ 

N6— 4— (3— yan-4- (((^f/1^7^7) ^7/V#^/W) T 
20 5;/) 7x7^-7) -7- ((2R) - 2 — t K ^ 3f- i^- 3 - (1-lfny^ 

y) ^n^^v-) - 6 -=3r/ y ^/Vtf^iJ- ^ K> 

N6-^f/l'-4- (3— ^nn — 4— (((xf;V7^7) ^7/l^#=/V) T 
^7) ^y^v-) -7- ((2R) - 2- tFn^r7-3- (1-tfny-^ 
y) ^tutf^ri/) -6-^7P7*;^^rt5K, 
25 N6-^f^-4- (3— ynn-4- (((7f/V7^7) T 

^y) ^y^^) - 7- ((1 -y^/v-4- t°-<y 7 b^t-y) -6 

-=^y y ^^f/v^^-f- ^ Kn 

N6-^f^-4- (3— ynn-4- (((xf;i/757) T 
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5:7) - 7- (( 1 -7 4 - V itA*) * h*cis) -6 

N- (4- (6- v- 7*7 -7- (2 — * h^r^x 

N- (4- (6-V-T7-7- (3- 7°P*°^^) -4 

■^^ryy/P) t^r;/7x^;P) -N' - (3- (7 ^/i^/i^cx/iT) y ^=~ ; v) 

4- (4- ((^^P7PtVV75 7) ^7/V/}f^/V) 7^7i/^r^) - 
7—7 h^r-y— 6 -^7 U >-#^/J?3ri?-3; h\ 
4- ( 3 — -7;Vs>rn — 4 — ((2-7/>tnxf;k7^ / ) T 

N6— (2 — ^ h^v-oi^/v) —4- (3_^ nn -4— (((^f;V75/) 
^7/V^-/v) T^7) 7x7^7) - 7 -7 6 — 7 y V^/W^drlT- 

4- (4- (3-xf;V7W K) — 3 ~ ~7 ;V3r v - 7 ^ / ^V) —7—7 

h^v^^ey y v— 6 — ^A'tf^ixy t->^k (2-^ryxf;v) t 

5 K 

N- (4— (6- (2-^/7/xf;V) ^;W^-f;V-7-^ b^fv'-4- 
^ryy/V) ^-df-v-— 2 — z?^=-/V) — N' -^^P7°ntVV7V7 

5 4. RET if Pl#^Sf/$ s . 

4— (3-7nn — 4 — (^^ n 7n t°^7 ^ / 7j^#x;v) 75/7i; 

- 7 -7 t^iX- 6 -=¥7 y V^/V/Jf^rih^ K, 
4- (3-7nn-4— (xf ;P7^ 7*;l/*x;V) 7^y7x7^v') — 
7-7 h^riX- 6 -^r7 y >^ 7V^^^-^ K N 
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N6-y (3-^nn-4 - (((^D^tW7 5;) % tV 

T$~}V) 75/) 7x/^v/) - 7-y 6 -df / y y^/V/tf^iJ-^ h\ 

4- (3-^nn-4- (y ^/kT ^ y T^yy^y^i/) - 
7-y h^rv/- 6-^;!) >-#/V7J?^1t-3; K 

7^y) - 7 — y b 6 — df-y y >-^7/vj!}?dri^5 k 

5 5. RET = 3 r^-ifPfi*%K^ N 4- ( 3 - y n cz - 4 - (^p7p^7; 

5 6. RET ^r^— ifPl*^®^ N 4- (3-^nn-4- (y^n^nt>7 5 
y#/v#^^) 7^ 7 7x/dry) - 7 - y h ^ 6 _ ^ j y 

5 7. g£S§J RET SrlSmUTV^5^l|/iaSr-g-tp^^*f UTS^f S7tfeO, RET 
ifjfE RET 3^ — ■ if Pl#%fC/^\ 

5 - (5 — y/V^-n- 2 — Jr^y — 1, Kn^y K— /!<"— 3 — y 

-T"^y^/V)-2, 4 - y^ f 1 H - k° P 3 - !) y ^ T 

K (2-J?xf;l/7 5/ a:^) 75 K, 
N-{2-ynn-4-[(6, 7 - v>y h=3f iX- 4 - ^ y JJ /k) ^^iX] 

y^^/v} — n' — ( 5 — y 3 -^r y drf-y^ y /i/) # i^t 
4- [(4 -y/i^^-n - 2 -y ^vw ^ jv— 5 — f/v) ^-^iy] -6- 

y h=^>-7- [3- y >?y- 1 --T/x) /n^dfy] ^y*yy 

91 



WO 2007/136103 PCT/JP2007/060560 

5 8. RET #ME^IJ#-^: 2 * fcte: 4 KlfE*i £ tbfcT 5: 7 ^Ifi^JJ^V^T, 

3 K^321, 533, 609, 611, 618, 620, 630, 631, 634, 691, 768, 790, 791, 
5 804, 806, 844, 883, 891 £5 £ U 918 <D T ^ / Wti>> h & S iliR £ tb& 'p 

fos, it^3fi4 i~5 7 ov^-rtL^— m^mm<Dmmm.i&!®)o 

5 9 . fia RET te, RET 3ftfc^ H 4 jtfc^-, Rlait^, ELE1 it^ N RFG5 

Stfe^, hTIF RFG7 itfs-^, ELKS ot{5^F, kinectin atfS^, PCM-1 

10 36-^*5 RFP S^^fc&SS^fejltX^ns^ < £ fe— ocDit-fe-T- 

i~57 ^v^-f^b^^— iit-fe«c^iMmia^^ 0 

^§l^^^3ltR$nS^^< 3(D^S^-#^-efe^, f»5ft^4 1-5 

6 1. RET ^r-r— 1imWm'X%:&%-fcm%)*;1& J 3-irZ>z t&WMk-tZ, 

rt^iw^ ha ^m^^mmmm hb m, ^tt¥^«i^*s, ¥ 
20 t»i4¥ #tfl§M$y®, t/vv-^^^/ix^^^^ m^ifflisffl, gij 

HufBRET iflES^K^S, 



25 




(I) 
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[5£ (I) 4b R ! it ^-v^v^v 3 (5£4b v 1 ^ «m«^^rbTv^ 



jfr/l^^yV^ .X/V:7^~A^ S ^-CONR 6 -ti$ 



6 _ 10 Ty— g$tt£r^TbTV^& 5 ~ 1 Ol^7P7!l-/VSf 



CONV all V a12 (5£iK V all «, zkSfJK^b StS^f LTV^TtiV^ 



3-1 Ol^fi^rn^S^ffttS ; V al2 f£, 7K*^> 
f LTV^t f)iV^C 1 . 6 7;l/dr/H, g^iSIr^ bTl^T t>J;V N 'C 2 _ 6 T7^^ 
— g^S&^bTV^& £V^C 2 _ 6 TA^~/l/K, S&S&^LTV^ 

iv^c 3 _ 8 ^^n7^^;H, f^S^f LTV^Tt J;v>e 6 _ ao T y — /l^S 
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R 

,8 



R 



.8 



R B -^\ ^ 



^ -fnl, 75/1, ^TV^t iV^C 1 _ ^ 7/^#;H 

!_ 6 7;V3^^ fitl^f LTV^ttj:v^c : _ 6 7;v^fi-l, 



fitS^ttrv^TtJ:V^C 2 _ 7 7v';vStfc(ittl^t LTl^ 
J:V^C 2 _ 7 7^3dr^^;P/J?r:;Hlrf ; 

R 5 te, TkitJjp:^ Itl^tttv^TtJ;v^c 1 _ 6 7;v^/vS, 1Bife*&*r 
tt^t^)j;v^c z _ 6 7/^^^^S^ tlS^f UTVnt J; vnc 2 _ 6 T/v^f 

^^-C^)j:v^c 6 _ 10 7y-;^«> fi^rJS&r^ Ut^tfe ^v^^i oI^tp 

6 2. ret - m^fc^ift^-^*^^- ^%#mt-f-?>, 
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ittTta RET — if |31##fiC/^ 

5 - ( 5 -y/l^n — 2 -^df-y- 1 , 2 -S?fc Kp/f ^ K— /V- 3 — ^ JJ 
T^yy ^/V) - 2 , 4 - v>y — 1 H- /W— 3 — Jt/lstf y y T 

i/y K (2-^xf/i/7$/if/P) T 3; H\ 

N-{2-^nn-4-[(6, 7 - v>y h^-y- 4 - * y JJ /V) ^"^^] 

-n' - (5 — 3 — >f y^i?-y y /v) ^7 

4- [(4 — y/V^-n — 2 — y y Y—;V— 5 — -J /Is) ^-df-V] — 6- 

y h^--y-7- [3- (t°n!jyy-l-^^) ^p^ 0 ^^] ^f/yy 

6 3. ret *i-~^mmmw&mit^®m&^ir% - t zwmt^&^ytmm 



^ ^/V^sA'li, 7^7^^!, ^-CONR 6 -"ei^ 
^51, ^-S0 2 NR 6 -T'I$tl5S, ^-NR 6 S0 2 -tI$|l5S, 
S-NR 6 CO--eS$tL§S^t{K-NR 6 -T^$tL5I^fit?. (5* 



A« (I) 




(I) 
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lE^S B^S^r^r UT^T% «fc V^C 1 . 6 7/l'= J lr/H > g|!l:3£ ^^tTV^T^j; 
^C 2 _ 6 7^-/Vl, SlllSrf LTV^Tt) J; C 2 _ 6 T/l^ — g^ 

R 2 J3, ^7/1, I^llrf LTV>Tt £\,^C ^^T^^^rZy^^ ti jVif,^ 

tLtv^t J:v>c 2 _ 6 7Vi^-/v^ N gms^ utv^t t 3 _ 8 >^ 

^''^fe «tv> 5-1 Ol^fnTU — /^£fctefiife&&^LT^T& 
3-1 Ol^f^rnlSi^tfttS ; V al2 «, 7km m*. g$l*^ 

— g^S^bTV^T^ £l^C 2 _ 6 T/^~A^ g^K^bTl^-C 

t> £v^c 3 _ 8 iy^ nT/i^^/^^, g^K£r^b-cv^& i^c^ 0 r v —yum, 
%£^3~i oM^W^^ngjt^X, zkHX, ftl^tti^ t> J; ^ 

R 7 R 7 
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c 2 _ 7 T/v^^-^^7V#^7vs*/ttt^;-coNV dl v d2 (5*^ v dl £5<£ 

TVnt^ J^C 2 _ 6 T/v^~/vK, ei&S^r^Ut^Tfe <fcv^C 3 _ 8 ^ nT 

R 5 tt, 7Ki!tJJpi^ tll^f lTV^T^)J:v^c 1 _ 6 7;^^/^i, gi&S^ 
LTV^T^)j:^C 2 _ 6 7;^^-/H^ ItS^f UTV^T t £ v^ c 2 _ 6 T/v^ 
^/H, gt^S^^"UTV^T% J;^C 3 _ 8 ^^ aT;v^r/vl, ItllrtUt 

6 4. RET ^|fi*4&flt&J&#fc#&*##-f-3- t *m'$kt-rz>w'$.u^ 

(DffimJjfexh^x, 
mm ret if ia##5if 

5- ( 5 — ^/v^-n - 2 —jr^y- l , 2 — 1 Kn^fy K^-/v— 

2, 4 -vM 1 H — t°n- /V- 3 — f/^^^r^V y ? T 

N _ { 2 -^nn-4- [(6, 7-i/^^ri/-4-^; U/V) ^v-] 

— n' - ( 5 -7* 3 --f y ^ify* V ;v) tyUT 
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*3«fcTJ* 



4— [(4 -Z7/Virxi — 2 — * ^/Wf Is K—/v- 5 — -f /V) ^^i/] — 6 — 

[3- (t 0 pyv?y-l-^;V) ^ptK^t^] ^ft^PV 

6 5. mmmREi: ^mm^xv^mm^t^^mznvx ret ^-r—^mm^}« 

itufS RET ^ — ifPfiW^JC^ 
-*S!5£ (I) 



~f*\ ^/V/ft^/V^ N ^-CONR 6 -T'i^ 

vvl^, ei%*^WbTV^T^ J;V^C 2 _ 7 T/l-=i dr^^7y^^^/^S^fc^i^;- 
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coNv all v a12 (5W> v all te N 7kmm>^-, S&K&^U'^-t: 1) 

p7/V^/vS n g^lfi^ bTV^Tfc iV^Ce-i 0 T V — /H> fitfegS:^ b 

3~i oi#«^Toisi^f*t5 ; v ai2 tes 7x*je^-s emx^ 

M^K^uti^t^ 5~ l o l^r n 7 D gms^#b"Cv^r 

R 7 R 7 



^fpl, 75/1, Sll^f bt^-Cl) J^C^T/l^/l^ ffife 
ttS^tLTV^Tt J;V^C 2 _ 7 T'>/^£. g^K^:£"bTV^t> 

c 2 . 7 7/^^^/H^S*fel^-coNV dl v 12 v dl 3o£ 
R 3 £> £0«R 4 te, ^n^^37;bT7)<f?tJ!Jj(^\ em^^L-c^Tt i^Cj 
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^"C^^fe ctVNC 2 _ 6 7Vi^-7V&, iIS?rf LTV^T^)J;^^C 2 _ 6 7;^^ 
V^Tfe Jzl^C 6 _ 10 ry — 7i^ fftS^f ttv^Tt 5~ 1 Ol^fp 

ry~/i^ e&x&#iyrv>T&«fc^3~i oi^fi^TPiS;i^t 

6 6. ret &m : mvx\^mm,&^&±mz.M^T ret 3r^— ifpj.^^,^ 

tufa RET — if |3£^#iK^ n 

5— (5-7;^n-2-t^y-l, 2-i/t Fn^yF-;V-3-^!J 
"T^y *f-J>V) - 2 , 4-^y^/k— 1 H-t°n— ;v— 3 — ^/P-^^v-y -/ ^ T 

N- |2-^pp-4 - [(6, 7-v>y y 7iy> y-^V] 

•7=r.^;V) — N' - ( 5 — y ^/P — 3 y df-i^-y y 7P-) 7k7 

4- [(4 -y7k^-n — 2 -y ^vW y R— /V— 5 --T71/) y-^f-v-] - 6- 
y h=3fiy-7- [3- (t 0 nyv?>-i-^;v) -7ntf*ci/-\ ^ty'tjy 

6 7. &m&ft#mmmm ha sl #^ttrt^M*imiiBM, ^tt¥^iati 

§^^< t h—D(DmB^M-t^^mM(Dmm(D±^(D ret *~r— num^ 
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(I) 



R 3 R 4 




(I) 



[5* (i) ^ r 1 ^, ^-v x -v 2 -v 3 (5£i=K vMi, ttS^rf trv^ 

^/V/J^/i^K, ^;W7^=;vl, ^/V/fc—zV^ ^-CONR 6 -^^ 
^5S, ^-S0 2 NR 6 -1:S§tl§l, ^-NR 6 S0 2 -1?t$iieS, 

^;-NR 6 co-tt§^SI4fceS;-NR 6 --e*$^5l^t*t5 (5£ 



Jff-^ g^K£:Wu-c\^-c-k £l^C ^eT^^r/Vl, Stalls ^r^fif tTV^tt) i 

V^C 2 _ 6 T/^^/Vl, g^^^^LT^-C^ il^C^T/V^/l^ g^ 



CONV all V a12 V all n. 7kmMT, g^S^# ltv>t^ £^ 

^uxv^<b J^c 2 _ 6 T7i^-7V-X, gm^^UTi^-t ^ J^c 3_ 8 v-^ 

-C^Tki^5~i o M^7"n T y — ^X^fcfigilS^^LT^-t ^ 
3~l ol^fi^fpi^l^lftt^ ; v 12 (t *mm*. WM:^ 
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=-;\»m. g#l^£r^L-O^T& J^C^eT/i^^^S. g^££r^LTi^T 



R' 

R 8 V^ 




W 1 



R' 

8 \-W 




C 2 . 7 7/^^r^/^Kfci^-CONV dl V d2 (^t£, v dl &5£ 



R 5 «, zkHtK^ tUl^f bt^Tl) il^C^eT/^/H, g^X^^T 
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V^Tk £v>C 6 _ 10 ry— S^^tr^LTV^T^ J;v^ 5 ~ 1 Ol^7D 

HUffi RET = 3 r^ — if |3J.W%S^ N 

5- ( 5 — 2 — ^-^y— 1 , 
9*^y -2,4 - v 5 ^ ^/W— 1 H— t°P- /V- 3 

*y-y K (2-^xf/i/7^yxf^) 7 5 K, 

N-{2 — — [(6, 7 — S^y b^rv--4 — sfry y /k) t^fi/] 

7x^} — n' — ( 5 — y ^;v— 3 — r y ^-y-y y ^7 

4- [(4 — 2 — y fvW ^ K— /V— 5 — ^/VO t^rV] — 6 — 

y h=3f-->— 7- [3- (h°P^^y-l-^;i/) ^ 0 n/^ 0 =3r->-] ^t^yy 

6 9. ¥^flft*^*t"Sf&!*3W©Jli3tO^:J?)© RET =¥^— i?|fi#Mt©*£JB*T?*> 
tufERET 3ci— HmWUfoWft, 

(i) 
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10 



15 



20 



25 




(0 



[5* (I) <K R 1 {Is ^-V x -V 2 -V 3 (5£^. V 1 ^ I^llrttTV^ 
S-SO a NR 6 -^§tl?)l> S;-NR 6 S0 2 -1?*$tL5l, 

So) 3 5 ; 



1 01 
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3~10 



C j _ 6 TA" =3 & ft S 



1 Ol^rnTU^H, g^tt^UTl^T 




w 1 



R 



w 





(5£*f\ R 7 *3 it^R 8 ^, ^rtL-^tb^^ bT7X^M^x ^n^«, i 
C 2 _ 7 7/^^v'^;V# = ;VitfcttS;-CONV dl V d2 V d 1 *5 J: 

v^<bJ:V^c 6 _ 10 ry";H, ftSlrf Ltv^t iv^5~l Ol^rn 
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7 0 . ¥^M^fc^i-6^^J©^5t©fc^(D RET — if |3fiW^R(7)^T?fc 
#ffe RET =^-if IS^SC^ 

5- (5 -y;v^rn — 2 — ^-^y— 1 , 2 - Kn>f is K— /V— 3 — f y 
7*:xy ^vv) — 2 , 4 — ^y ^/P— 1 H- tfn — /V— 3 — ^/V/J^ixy y y r 

i^y K ( 2 - 5 y ^^/v) t 5; H\ 

N- {2-ynn-4- [(6, 7-'^ h^-4-*/5;l') t^r^] 

^;c^/v} -n' - ( 5 -y ^vi/— 3 — >r y ^if-y y ;v) y^r 

4— [(4 — y;V3rn — 2 -y ^/W V K— /V— 5 — f/V) ^^v-] — 6 — 
yhdr^y-7- [3- y v?;x- l --f/w) ^n/K^y] ^ft/yy 

7 1. i^S RET Sr^SUTV^SJMBJte^tP^^UTft^SfefeO, RET 
*^~^m.W®W&&&^ZUMB.J&yo<D$kl&<Dltlt><D RET d^*^- — £ffl.#4& 

Mffi RET 3^ if Pl##/®^ s 

— ^ (I) 



Tfc iV^C^gr/V^^yl^t^tS ; V 2 BSfSfflsHK fife ft JSC 




(I) 
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S^tr^bTV^T^ ^c^TA^/i^ g}«£^ LTV^T J: 
coNv all v a12 (5£*k v all « N zksSfJS^, ttS^ttri/^'biv^ 

3~i o mw^mm^T um^m&nvK't z> ■, v ai2 « N Tkmrn*. 

g^S^r^LTl^T^ £^ 5 ~ 1 Ol^ro7!]-;H, M^S^^T LT V^T 
R 7 R 7 
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^V d2 te, ^:t^- ; eti^37:LT7X^l^^-*/c{±gmK^#LTV^T^> J;v^c 1 _ 6 
U&M&^f VX\,^X h J^C 2 _ 7 T teams SrW LT^ 

LTV^T ^ =tV^C 2 _ 6 T/V-^ r — ftS^f LtV^T^) £l^C 2 _ 6 T/V^ 

v^T^ J^c^ 0 T V — /H, ttl^f LTV^T'bJ;V^5~l oi^rn 

7 2. RET ^mbTV^S^JjaSr-g-tf^^^LTS-^-f-S^ifero, RET 

^^^^ia*ttif*^^^sBii6iiaj*ft©3jS3g©fe«)© ret ^ — - tfM 



fifffB RET £B&*4fcflttf^ 
5— ( 5 — y/V^n — 2 — ^-^y — 1 , 2 — 
T-A') —2,4 — — lH-t°n- 
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N-{2-^nn-4-[(6, 7-v^ h^ri/-4-^y DA*) ^-^v-] 

:7^— /W -n' - (s-^f^-s-^y^tyy/v) r>V7 

4- [(4 — - 2 — * ^/W v K— /V— 5 — -Y/V) ^^v-] -6- 

^h^ciy-7~ [3- (t°nyv^y-l — i >V) ^natf^f] ^r^i/JJi' 

ftfrfB RET if &B.§^fC#s 

(I) 



[iS (I) f % R 1 ^ SS-V^V^V 8 (:£*K V ! lt lii^rf Lt^ 

S;-S0 2 NR 6 -Ti^5S N S;-NR 6 S0 2 -t^$ix§S, 
R 6 J3, 7K*J^^, ttl^f LTV^tfc J;V^C ^gr^^HSfcliff 

J©^, e^K£^LTV^^ J^c^eT/i^/v^ 18&S£#LTv>Tt> <fc 
v^c 2 _ 6 T/v-^r~/i^ Stfe^trWLTV^fe £v^c 2 _ 6 T/i^~/i^ 




(i) 
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5,) T?^£;h/5S§:lf3fe1~5 ; 



; V al2 « N 7jc*M^. tUll: 



3—1 Olifl 

feJ;V^c 3 _ 8 v'^p7;^;vS> S^S^rW LTV^Tti ii/ ,, C 6 _ 10 7 V — 7^£ 



& J^3~ 1 Ol#^ 



R' 



K N =bnS, 7^/1, Stllrf LTV^Tt £l^C ^eT/i^/H 

bTV^T^)J:v^C3_ s ^^^7/^^;^l, Stalls LTV^Tt iv^C 
1 _ 6 7^=>^^1, tiS^f Lt^tl)i:^C 1 _ 6 7/v^^ftl, ^/V5: 
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c 2 _ 7 7;^ 3 -y* =;H t fc SS;- c o n v d 1 v d 2 (5£tK v dl *5j: 

15 7 y gilK^LTl^T^ £^ 3 ~ 1 oM#«a7 P ^1^| 

74. ^mk\H$rmmm& ham, #^tt^^«^iiBM, ^itt^tit 

SufB RET =3r^-— if lfl*4fcSt^ N 

5 — ( 5 — - 2 — ^-^r y — 1, 2-i?kKn>fy K— /k — 3 — f JJ 

25 — 2 , 4 —i?* 1 H- ;V— 3 — >" U y 9 7* 

K ( 2 - ^xf;V7 5; y rc^/v) 7> p\ 

N- {2-^pp-4- [(6, 7 - V s ^ h=3rv-- V ;V) t^r^] 

^^^yp} — n 5 — (5 — 3 — >r y^^i/y/v) t^i/T 
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*3 



4- [(4 -y/U^TV — 2 — * <^vW ^ 5 — i JV) t^rv'] — 6 — 

7 5. ¥*t^^^xti-S^^JCDfc^© RET *c1— if|3R§#lK-efeoT, 
ftuffi RET ^-i? m^^dW^, 

—m^: (i) 



[5£ (i) *k r 1 ^ ^-v^v^v 3 (5£4\ v 1 ^ tfti^f LTV^ 

^ JJ/X'tf—j'l'Si^ 7;V7^f^;l/l, S;-CONR 6 -Ti^ 
^51, 5£- S 0 2 NR 8 -Tt$ll51, 5£-NR 6 S 0 2 -tg$tL§S, 




I o 



(I) 
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3-10 I^fi^r n i^i^f "It 5 ; V a 1 2 It, TkSfJI^ SmSSr 

C 1 _ e 7/V3^rv'StfditIi^l't'C^-CtJ:V^C 3 _ 8 ^^Pr;^ d r> / 
R 7 R 7 



S> ^fnS, fitSSrf LTV^^i^C^eT/^yH, 

C 2 . 7 7/^^-»(;/l/^;HJfctt^-CONV dl V d2 (5£>£ N V dl £5£ 
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;V^;vm, B$lK£r^LTV>Tfc £ ^ C 2 _ 7 T ^/V^ &^lf LTV^ 

7 6. ^ytmi&^ttir%mmM<vt'tb<D ret if iM##)®-^feoT, 

tuffS RET ^^-if |l.#^ff 3^ 

5- ( 5 — ~7)V3rxi — 2 — t^f-y — 1 , 2 — v 5 1 Kn^y Y—;V— 3 V 
"fTtf-jV) —2., 4 - v>y ^/V — 1 H— t°n- ;V— 3 — ^/V/J^iX JJ <y ft 7 

N- {2-^pp-4- [(6, 7 — h*^- V fr) ^^rv'] 

y^^/v} -n' — ( 5 -y ^/v— 3 — 4 y df-^y y /v) ^v-r 

4- [(4 - y/VJru — 2 — y ^/W >- K— /v— 5 — ^ ;V) fr^is] — 6 — 

^ [3- (t°n y i -^/p) ^n/K^v-] ^tyy y 

7 7. RET Sr«mUTV^5j(IBJia*^tf^K:StUTfi:#-t-Sfe8e)© x RET 

3r^-— -tf ia*«i9fSr#^rt" 5E3liafife4&©^i»o ret 3f-j— - rfiMP&st-cfc 

HUSB RET 3-^-if ffiW«bSt3fiS, 

— A9!5£ (I) 
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R 3 R 4 

o 



(I) 



(i) ^ R a «, ^-w-v 2 -v 3 (^*> v 1 ^ n 

^ N ^7/V#=/^ N ^^7^=/^ ^^*^;^S, i-CONR 6 -ti$ 

ftllrli ttv^-C^ £V^C 3 _ 8 n 7^^/H^t*t5o) ; V 3 {4, tK* 
ff^S^^b-cv^rfe i^c^eT/v^S^ tUl^tLTv^T^j; 
v^c 2 . 6 r;^^/H, g$«^bTv^Tt> J^c 2 _ 6 T/i^~/i^ ffiil 

fc^S^S^^ bTV>T ^ 3 ~ l o m.^^^M^ c r n^^m^M^-t 

So) -^^tts^ic^-rs ; 

CONV all V a12 (5£^, v all te, 7K*J^^ 1g&^5:^rL-rv^fc«fci^ 

p 7^^r/H, Itl^f bTV^T^)i:V^C 6 _ 10 7yw^S, lil^tL 
TV^T^ 5 — 1 OM^7P7 V — Affi^fcf4©$lK£r ; il"b~C^T& 
3~l oft^fl^fPi^S^Iftt?) ; v al2 te, 7K^^> 
;fru-cv^<b J^c 1 _ 6 7;^/H, ItS&f tTV^T'b iv^c 2 _ 6 7;^ 

t tv^c 3 _ 8 v / ^n7^^H,tIS^tttv^ i bJ;^c 6 _ 10 7y-^s 
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10 



15 



20 



25 



t 3 ~ 1 0 



Y 1 ^ ^ 



R 

R VX 



R 




^ - fnl, 7$;l, etS^t tTV^tt J^V^d-eT/V^I 

c _,r/V3^^/^;Hife«-coNv dl v d2 (5£^ v dl *5J; 

dd ( 

116 



WO 2007/136103 



PCT/JP2007/060560 



10 



15 



20 



25 



7 8. IMS RET *l8SUTV^SjtellaSr'g•|>^flc^^:*^UTlS-^"t•S^:^^)©H RET 
=3r^—- if PEW^W^^^I" 5 RET if|3J.##jK-efe 



lufBRET **t- nmmmm&s 

5- ( 5 - 2 -ir^-y- l , Fp<yKwv-3-^D 

f > ^ "f- ;V) — 2 , 4 -v?^f 1 H- t°P-;k- 3 - j/^ T 

N-{2-^nn-4-[(6, 7 — Y^r^y — 4 - 3r / y /P) tdrv'] 
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